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Yes, but it could be a reservoir of diarrheal infection. 
Against the common diarrheas, STREPTOMAGMA brings potent 
antibacterial action plus adsorbent, demulcent and protective 

effects. Clinical experience with STREPTOMAGMA indicates 
that remission is nearly always prompt and complete. 


STREPTOMAGM™M A’ 


Dihydrostreptomycin Sulfate and Wife Mh 


Pectin with Kaolin in Alumina Gel 


Bottles of 3 fi. oz. Philadelphia 2, Pa. 
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Pay 


comprehensive control 


of the troublesome triad: 


digestive disorders 


BARDASE combines natural belladonna alkaloids 

and phenobarbital with the starch digestant Taka-Diastase® 
for relief of visceral spasm and pain, reduction 

of nervous tension, and improvement of digestion. 


BARDASE 


SPASMOLYTIC—SEDATIVE—DIGESTIVE AID 


BARDASE is supplied as 
yellow tablets, each containing 
\ gr. extract belladonna, 

gr. phenobarbital, 

and 2% gr. Taka-Diastase; 
bottles of 100 and 1,000, 
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MORE THAN 10 LOAVES OF BREAD 


++. would be required to equal the 100 mg. nicotinamide content of a 
single capsule of “BEMINAL” FORTE with VITAMIN C, which also supplies 
therapeutic amounts of other essential B factors and ascorbic acid as follows: 


Nicotinamide 


Pyridoxine HCl (B,) 
equivalent to about 14 servings of spinach 


equivalent to almost 4 quarts of milk 


Vitamin C (ascorbic acid) 


equivalent to more than 15 apples 


"BEMINAL- rorre wis vrramin c 


Recommended whenever high B ard C levels are 
required and particularly pre- and postoperatively. 
Suggested dosage: 1 to 3 capsules daily, or more 
as required. 

No. 817—supplied in bottles of 100 and 1,000 


AYERST LABORATORIES + NEW YORK, N. Y. » MONTREAL, CANADA 


. 
col Thiamine mononitrate (B,) ............ 25.0 mg. 
9 equivalent to at least 8 slices of liver fi 
—S 
OW 
a Calc. pantothenate .......................... 10,0 mg. 
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SINGLE 


‘TRICOLOID 


TRICYCLAMGL 


‘for peptic vier 
or gastrointestinal 


recently developed anticholinergic 
ent whieh bas a marked effect on 
reducing motility and 
spasm. 


RICOLOID’ relie?, in most 
instances, within. « few hours, from 
the gnawing associated with 
peptic ulcer. 


TRICOLOID" is recommended for 
the medical management of peptic 
-alecr and gastrointestinal spasm, as 
an adjunct to appropriate diet and 
= ‘antacids, as well as to therapy aimed 
at reduction of tensicn. 
“Tricoloid’ teed 50 mg. 

Compressed, sogar-coated 


Pleasanl to take 


BURROUGHS WELLCOME & C9. 
(U.S. ADING., Tuckahoe 7, 
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visceral eutonic* 


DACTIL 


PLAIN AND WITH PHENOBARBITAL 


relieves pain2 spasm usually in ten minutes 


t 
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work your office 


Your DEMONSTRATION SUPPLY will show that in 
4 out of 5 patients DACTIL with Phenobarbital gives “fast 
”! and prolonged relief with notable “absence of side 


QLD 


effects.” 

for gastroduodenal and biliary spasm, cardiospasm, pyloro- 
spasm, spasm of biliary sphincter, biliary dyskinesia, gastric 
neurosis and irritability, and as adjunctive therapy in se- 
lected inflammatory hypermotility cases. A specific for gas- 
trointestinal pain = spasm, DACTIL is not intended for use 
in peptic ulcer. 


two form S$ pactit with Phenobarbital in bottles of 50 capsules. There are 50 mg. 


of DACTIL and 16 mg. of phenobarbital (warning: may be habit- 
forming) in each capsule. 


DACTIL (plain) in bottles of 50 capsules, each containing 50 mg. of 
DACTIL. 


DACTIL is the only brand of N-ethyl-3-piperidyl diphenylacetate HCl. 


1, Weinberg, B.; Ginsberg, R., and Sorter, H.: Am. J. Digest. Dis. 20:230, 1953. 


*DACTIL is eutonic—that is, it restores and maintains normal visceral tonus. 
It abolishes spasm while it avoids interference with normal tonus and motil- 
ity. First of a newly synthesized piperidol series, DACTIL is a postganglionic 
parasympathetic inhibitor that interrupts spasmogenic nervous stimuli. It 
usually relieves pain<2spasm within minutes and controls spasm within two 
days. DACTIL is unusually well tolerated and does not interfere with gastro- 
intestinal or biliary secretions. 
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When his 
ulcer is the 
“eccentric type’ 
prescribe 


Tricreamalate’ 


In comparing the 
roentgenograms of peptic ulcer 
patients, you may find that many look 
alike. And yet, some of these ulcers 
may not conform to the usual 
pattern of response. The “eccentric” 
peptic ulcer patient is a ready bleeder, 

a frequent repeater, and may 

often complain of constipation. 


In these patients, a course 
of Tricreamalate may give 


night and day relief. 


Tricreamalate (reactive 
aluminum hydroxide plus 
magnesium trisilicate) stops 
pain fast—prevents 
recurrences — helps to control 
bleeding —is nonconstipating — 
prolongs buffering action. Prescribe 
liquid or tablets for PEPTIC ULCER 
and GASTRIC HYPERACIDITY, 


we. 


New York 18, N. Y. + Windsor, Ont. 
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“where oozing from a vascular bed is anticipated’’* 


ADRENOSEM $stops capillary bleeding and oozing. Adrenosem acts directly on 
the capillary walls to increase resistance and decrease permeability. 


There are no reported toxic effects or contraindications attributable to Adrenosem. 
Adrenosem does not affect blood components or induce embolus formation. It 
has no sympathomimetic or vasoconstrictive action. Adrenosem is compatible with 
vitamin K, heparin, and commonly used anesthetics. (It is suggested, 
however, that antihistamines be withheld for 48 hours prior to and during 
Adrenosem therapy since antihistamines tend to inactivate Adrenosem. ) 

*Sherber, D. A.: The Control of Bleeding, Am. J. Surg. 86:331 (Sept.) 1953, 


drenosem 


the missing link in the control of bleeding 


The therapeutic regimen for Adrenosem is simple and safe: 


« preoperatively to control oozing during surgery and provide clearer operative field: 
one to two ampuls (5 to 10 mg.) every two hours prior to surgery for two doses. 


postoperatively to prevent hemorrhage and check oozing: 
one to two ampuls (6 to 10 mg.) every two hours until there is no indication of undue bleeding. 
To maintain control, one ampul may be administered every three hours or 1 to 5 mg. orally t. 1. d. 


to control active bleeding: 
One ampul iy mg. every two hours until bleeding is controlled; 
frequency of dose may then be diminished. 


to control severe bleeding: 
one ampul (5 mg.) every hour for three doses; then every three hours until bleeding is controlled. 


to control mild, low-grade bleeding: 
1 ampul (5 mg.) every three or four hours until bleeding is controlled; then 1 to 5 mg. orally 
four to five times daily until bleeding ceases. 


e maintenance dosage to prevent bleeding in conditions where small vessel integrity may be 
impaired: 1 to 5 mg. orally t. i.d.; if bleeding ensues, dosage may be increased 1 to 5 mg. orally 
ret rye four hours; if bleeding persists, oral dosage should be supplemented with 1 ampul 

mg.) daily. 


« pediatric cpg ook up to four years of age — 1 mg. intramuscularly or orally with same 
frequency as for adults, until bleeding is controlled. From four to twelve years of age — 
1% the adult dosage as indicated. 
Available as Ampuls: 5 mg., 1 cc. (pactage of 5). 
Tablets: 1 mg. S.C. Orange, bottles of 50. ‘ CEY©D 
Tablets: 2.5 mg. S.C. Yellow, botties of 50. 
THE S. E. MASSENGILL COMPANY, Bristol, Tennessee 
New York + San Francisco + Kansas City 


Adrenosem -— Massengill Brand of Adrenochrome Semicarbazone Sodium Salicylate Compound 
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DELICIOUS, NONTOXIC SUSPENSION 


NATIONAL 


Pig 


KResionize Diarrhea! 


RESION THERAPY 
STOPPED DIARRHEA PROMPTLY! 


« in 80% in less than 12 hours. 
e in 12% within 12 to 36 hours. 


STOPPED DIARRHEA WHEN OTHER DRUGS FAILED 


¢ Bismuth and paregoric controlled only 50%. 
¢ Kaolin and pectin controlled only 40%. 


e RESION promptly controlled diarrhea in 73% of = 
these ‘‘failures’’. 


STOPPED ANTIBIOTIC DIARRHEA 


e Within 48 hours after cessation of antibiotics, RESION 
relieved 75%. 


¢ From 8 to 10 days were needed when paregoric and 
bismuth, or kaolin and pectin were used. 


POLYPHASIC ADSORBENT DETOXICANT SUSPENSION : 2 


RELIEVES 92% IN CONTROLLED STUDY 


RESION contains polyamine methylene resin, sodium 
aluminum silicate and magnesium aluminum silicate. 
These ingredients are totally insoluble and nontoxic.” 


REsION is supplied in wide-mouthed bottles of 
4 and 12 fluidounces. Samples and literature are 
available on request. 


1. Am. J. Digest. Dis. 20:395, 1953 
2. Exper. Med. & Surg. 9:90, 1951 


THE NATIONAL DRUG COMPANY 4663 Stenton Avenue. Philadelphia 44, Pa. 
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— Methionine — Inositol — —Vitamin B,, Lederle 
CAPSULES 


Del hicol 
Folic Acid 


IN LIPOTROPIC DISORDERS 


DELPHICOL is indicated in the treatment and prevention of 
fibrotic changes in the liver—usually preceded by the deposi- 
tion of fat. Its use appears warranted in cirrhosis of the liver 
and other hepatic disorders where fat deposition may be a 
factor; and in abnormal lipid metabolism, Adjuvant use of 
INTRAHEPTOL* Liver Concentrate Lederle, in conjunction 
with a high-protein, high-vitamin diet, has also been found 
of definite benefit. 


Devpnico, Capsules contain: Choline Bitartrate, 350 mg.; 
dl-Methionine, 190 mg. ; Inositol, 38 mg. ; Folic Acid, 0.2 mg.; 
and Vitamin B,2, 2 micrograms (as present in concentrated 
extractives from streptomyces fermentation). 


DELPHICOL Solution is also available containing Tricholine 
Citrate 1.8 Gm. (equivalent to Choline Chloride 1.5 Gm.); 
Acetyl dl-Methionine 1.54 Gm. (biologic activity equivalent to 
0.6 Gm. dl-Methionine) ; Inositol 0.3 Gm. ; Folic Acid 0.2 mg. 
and Vitamin 15 micrograms per tablespoonful. 
Depuicot Capsules are supplied in bottles of 100 and 1,000; . : 
De pHicor Liquid in 16 fluid ounce bottles; INTRAHEPTOL in i. 
10 cc. vials. 
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LEDERLE LABORATORIES DIVISION 
‘RICAN M PANY. 
PEARL RIVER, NEW YORK 
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Fig. 6, Case 103 after 4 months PRANTAL therapy. 
* Heineken, T. S.; Rev. Gastroenterol. 20:829, 1953. 


P RA N TA L .- relieves pain 


facilitates healing -“least side actions”* 


widest variety of dosage forms 


Pranta® Methylsulfate, brand of diphenmethanil methylsulfate. 


\ 
Fig. 3, Case 103 before therapy. 
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THE PATIENT FEELS 

ulcer pain is rapidly controlled 
(often within 24-86 hours); 
relief lasts with continuing 
treatment. 


YOU OBSERVE 

almost uniformly good response 
and progress toward healing; 
few and generally mild by-effects. 


THE LITERATURE REPORTS 
50 out of 52 responding to 
Antrenyl; ' complete relief in 
all of 24 cases; * 33 of 39 
patients healed or improved. ® 
Antreny] is a valuable 

adjunct to dietary and other 
ulcer measures. Tablets, 5 mg., 
Syrup, 5 mg. per 4 ml. 


1. Rowen, 8.R., Bachrach, W.H., Helsted, 
J.A., and Schapiro, H.: Gastroenterology 
24:86, 1953. 


2. Rogers, M.P., and Gray, C.L.: Am. J. 
Digest. Dis. 19:180, 1952. 


3. Schaub, K.: Praxis 41:1073, 1952. 


C3AIDA summit, N. J. 
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WATER INTOXICATION IN CONGENITAL MEGACOLON 


Metvin E, Levinson,* M. D., Chieago, Ul. 


ECENT advances in surgical treatment have mark- 

edly improved the prognosis in congenital mega- 
colon. It is, therefore, important to be aware of a seri- 
ous complication that may follow routine preoperative 
or medical treatment of this condition. 


Hiatt has stated that 60% of patients with severe 
megacolon give a history of reactions of varying de- 
grees after water enemas, and he has called the enema 
one of the greatest sources of danger to these patients 


(1). 


As early as 1926, Rowntree demonstrated the tox- 
icity of excess water in mammals. By giving normal 
dogs large amounts of water by stomach tube, he pro- 
duced restlessness, asthenia, polyuria, retching, vomit- 
ing, muscular twitching, tonic and clonic convulsions, 
and coma frequently terminating in death. The ad- 
ministration of hypertonic saline intravenously pro- 
duced marked improvement within 5 to 15 minutes. 
Autopsies of animals with fatal water intoxication 
revealed edema of brain, liver and kidneys (2). 


In 1935 Helwig, Schutz and Curry reported the first 
case of fatal water intoxication, which occurred as a 
result of an excess amount of water being given by 
proctoclysis. The patient developed sweating and vom- 
iting, became comatose, and died in a series of convul- 
sions. Autopsy revealed only cerebral edema (3, 4). 


More recently, Jolleys reported a death in a child 
with megacolon who had been given soapsud enemas 
following a barium enema, and he implicated water 
intoxication as the cause of death (4). Hiatt has re- 
ported recently 9 cases of water intoxication in congeni- 
tal megacolon, two of which terminated fatally (5). 


The pathophysiology involved appeared to be as 
follows: The colon in Hirschsprung’s disease is mark- 
edly hypertrophied and dilated, and therefore has a 
large absorptive surface (1). The hypertrophic mega- 
colon is capable of producing a high intraluminal pres- 
sure upon contraction, which may be augmented by 
straining or coughing. Prostigmine, a frequently used 
drug in megacolon, may further increase intracolonic 
pressure by increasing intestinal tone and motility 
(1, 6). It has been shown that absorption of water 
from the intestinal tract increases as intraluminal 
pressure increases. With a large absorptive surface 
and increased intraluminal pressure, it is apparent that 
the rate of water absorption from the megacolon may 
be very rapid (1). 


The sudden passage of water into the circulation 
dilutes the blood, plasma chlorides and sodium drop 
sharply, and the blood becomes hypotonic. Consequent- 
ly, a clinical picture may develop characterized by 


*From the Departments of Surgery and of Gastro-Intes- 
tinal Research, Medical Research Institute of Michael Reese 
Hospital, Chicago, Hlinois. The Department of Gastro-In- 
testinal Research is in part supported by the Michael Reese 
Research Foundation. 

Presented at the November, 1953 meeting of the Chicago 
Surgical Society. The author is indebted to Dr, D, Wagner 
and J. Greengard for the use of the clinical material. 
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headache, lassitude, weakness, polyuria, pallor, vom- 
iting, perspiration, syncope, and’ occasionally death in 
convulsions and coma. 


The case reported here is that of an 8-year-old white 
female child with a history of abdominal distension 
and constipation since birth. Fair control had been 
obtained by the use of laxatives and enemas, Four 
weeks prior to admission, the patient had a generalized 
convulsion, fell, and remained unconscious for 15 min- 
utes. She was examined by a physician, but no ex- 
planation for the convulsion was found. Six days be- 
fore admission, the patient experienced another gen- 
eral convulsion with opisthotonos. 


The day before admission, at 11:30 a.m., the patient 
had received a barium enema for the diagnosis of a 
possible congenital megacolon at an X-ray laboratory. 
She began to feel listless and, when at home, refused 
food. She was given a water enema at 4:30 p.m., and 
only a small amount of water returned. A second en- 
ema was given at 10:00 p.m., and practically no water 
returned, Shortly thereafter, she began to vomit dark 
brown material, and she had convulsions one hour 
after the second enema. The patient remained very 
lethargic and a markedly distended abdomen was 
noted. The distension progressed and coma ensued and 
persisted until she was seen at noon of the following 
day, 9-5-53, at Michael Reese Hospital. 


Blood pressure was 110/60, pulse 100, and temper- 
ature 100° F. She was in coma and responded only 
slightly to strong painful stimuli. The pupils were di- 
lated and sluggish. The arms were slightly spastic, but 
the lower extremities were hyporeflexic. The abdomen 
was markedly distended, and visible peristaltic waves 
were observed. Rectal examination demonstrated hard, 
inspissated stool in the rectal ampulla. 


During examination, the patient passed a large 
amount of colorless urine spontaneously, Aspiration 
of gastric contents produced 150 ml of coffee ground 
material. An emergency flat plate of the abdomen re- 
vealed a large amount of barium in the rectosigmoid 
and rectum with marked distension of the remaining 
colon. 


The diagnosis made by the surgeon in attendance 
was congenital megacolon, iarge bowel obstruction 
due to barium, and water intoxication. Emergency 
plasma chloride and CO, combining power determina- 
tions were obtained. While awaiting the result of 
these tests, it was decided to remove the barium manu- 
ally, rather than by enema. A large amount of inspis- 
sated barium and stool were removed by rectal man- 
ipulation, following which a profuse amount of flatus 
was passed, resulting in almost complete disappearance 
of abdominal distension. 


The tests revealed a plasma chloride of 86 meq/1 and 
a CO, combining power of 23 meq/I. Spinal tap was 
negative, and an electrocardiogram revealed sinus tachy- 
cardia. Intravenous infusion of 50 mls of 50% glucose 
and 500 mls of normal saline was started. About 30 
minutes later the child became more responsive and 
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cried, but did not respond to questioning. Blood 
chemistries now revealed serum chloride 93 meq/I, po- 
tassium 4.42 meq/1, sodium 122.5 meq/1, and calcium 
94mg %. 


On the following day, two enemas of 5% NaCl were 
administered with fair return of liquid stool and flatus. 
By this time the patient was much more responsive 
and was taking a liquid diet by mouth. Serial deter- 
minations of plasma electrolytes over a 5 day period 
showed a steady rise in sodium and chloride until 
normal levels were reached, The data are shown in 
Table 1. An electroencephalogram taken during the 
hospital stay was reported as demonstrating cerebral 
irritability, probably on a metabolic basis. The pa- 
tient was discharged on September 12, 1953, 7 days 
after admission. No further convulsions have occurred 
since her discharge. 


TABLE I 
BLOOD CHEMISTRY IN A CASE OF WATER 
INTOXICATION 
Date Na Cl co, Ca K P Creatinine 
1953 meq/L meq/L meq/L) mg% meq/L meq/L mg% 
9-5 86 23.0 1,0 
9-5 After 122.5 93 9.4 44 
Infusion 
9-6 134.1 97 2.4 3.5 
9-9 132.5 105 23.2 


Concerning prophylaxis against water intoxication, 
the following measures are proposed : 


1. It has been shown that isotonic and hypertonic 
saline is absorbed from the gut to a much lesser degree 
than tap water (6); therefore, when enemas are in- 
dicated in congenital megacolon, they should be saline 
enemas (1). 


2. Diagnostic barium meals or enemas should be 
suspended in isotonic saline rather than water. 


3. Potentially toxic substances such as magnesium 


Termax, A New Meprum 


TERIDAX,* A NEW CHOLECYSTOGRAPHIC MEDIUM 


sulfate or borax enemas are contraindicated in mega- 
colon, because of possible excess absorption (7). 


4. Substances such as prostigmine, which increase 
intraluminal pressure, should be used with care when 
administered concomitantly with enemas (1). 


THERAPY OF WATER INTOXICATION 


The intravenous administration of hypertonic (2% ) 
saline or 2% saline in glucose is indicated. Intra- 
venous solutions lacking isotonic or hypertonic sodium 
and chloride are contraindicated. Since it has been 
demonstrated experimentally (6) that hypertonic ene- 
mas are rapidly diluted to isotonic concentrations 
Ly intestinal secretion of water, they may be of thera- 
peutic value by removing excess extracellular water. 


SUMMARY AND CONCLUSIONS 
The literature on water intoxication following water 
enemas is reviewed, and a typical case is reported. 
Blood chemistries and therapy are reported in detail. 
It is seen that the simple tap water or soapsud 
enema may be a not infrequent cause of serious water 
intoxication in congenital megacolon. The best therapy 


consists of the prevention of this complication by ad- 
herence to the principles discussed above. 
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URING the past decade a number of new radio- 

graphic media have been developed for visual- 
ization of the gallbladder. In 1940 Priodax®) (iodoal- 
phionic acid) was introduced in this country, This 
has proved to be a satisfactory medium (1-4). However, 
the occurrence of side effects, mainly diarrhea, in a 
small number of patients has stimulated further search 
for an improved cholecystographic agent. 


Since 1950, at least three new cholecystopaques 
have been introduced. One of these, Teridax (5-7) 
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*Teridax Tablets, 0.75 Gm., were kindly supplied through 
the courtesy of the Division of Clinical Research, Schering 
Corporation, Bloomfield, New Jersey. 


(ethyltriodoalphionic acid) has been made available 
for clinical trial and evaluation. 


METHOD 


Over an eight month period, 96 patients with normal 
and abnormal gallbladders were studied with Teridax. 
In some instances, comparison examinations were 
made employing Priodax and Telepaque (iodopanoic 
acid) in the same patients. 


Teridax was administered during this study in three 
different doses: 3.0 Gm.; 3.75 Gm., and 4.5 Gm. Pa- 
tients received the drug at intervals varying from 8 to 
16 hours prior to roentgenographic studies. In each 
case, Teridax administration was preceded by a noon 
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meal high in fat content for the purpose of emptying 
the gallbladder (8, 9). The subsequent evening meal 
was devoid of fats. Following administration of Teri- 
dax, nothing by mouth was permitted except water to 
assist maximum dye concentration. In no cases were 
laxatives, cleansing enemas, prostigmine, pituitary 
extracts, or any other medications used. 


RESULTS 


In 54 cases (56.3%) the gallbladder was well vis- 
ualized. Twelve cases (12.5%) required a repetition 
of the same dose of dye which resulted in gallbladder 
visualization, due to the cumulative effect inherent in 
cholecystographic media. In 30 cases (31.2%) there 
was poor visualization or nonvisualization of the gall- 
bladder even with repeated dosages. In all of these 
30 cases, neither Priodax nor Telepaque adequately 
visualized the gallbladders. Diagnoses of poorly or 
nonfunctioning gallbladders were made. These pa- 
tients, who subsequently had cholecystectomies, dem- 
onstrated pathologic conditions which explained the 
nonvisualization. In short, in this series, there was no 
instance in which a normal gallbladder failed to vis- 
ualize with the initial dose of Teridax. 


The densities of the gallbladder shadows produced 
with different media were measured photometrically 
and compared. Teridax produced denser shadows than 
did Priodax. However, the average density was not 
so great as that found with Telepaque. This is con- 
sidered to be advantageous, as excessive density may 
mask the presence of stones (10). The density of 
the gallbladder shadow produced by Teridax was suf- 
ficient to visualize the gallbladder fluoroscopically in 
every case. Teridax proved to be sufficiently radio- 
lucent so that all stones of over 5 mm. in diameter 
were visualized in the dye layer when the standard 
prone posterior-anterior projection was used, As 
stated, this is not always the case with a denser medium. 


Biliary calculi under 5 mm. in diameter, unless con- 
taining calcium, could not be uniformly visualized with 
any of the three contrast media employed. The prone 
posterior-anterior projection enhanced the depiction 
of these small calcified stones which were more clearly 
outlined with Teridax than with the other media 
employed. 


In some instances the presence of small, noncalcified 
calculi was masked by overlying dye in the prone pos- 
terior-anterior projection but could be demonstrated 
in erect compression spot films. In all cases, better 
radiographs were obtained by employing the 65 PKV 
technic. 


When patients taking Teridax were compared on a 
weight and tissue-thickness basis, no significant dif- 
ferences in density of gallbladder shadow were noted, 
whether the patient received 3.0 Gin., 3.75 G., or the 
4.5 Gm. dosage. 


Five patients taking Teridax were studied at 2 hour 
intervals for 18 hours. In all five patients the gall- 
bladder was faintly discernible at 4 hours and visible 
at 6 hours. Sufficient dye remained in the gallbladder 
to permit critical studies for a period of 8 to 18 hours. 


Ten patients were maintained on a fat free regimen 
for 48 hours after their cholecystographies. Satisfac- 
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tory, but reduced, concentrations of dye were still pres- 
ent during the 24-48 hour period. 


In some cases it was desirable to attempt visualiza- 
tion of the extrahepatic ducts. The technic consisted 
of giving the patient a concentrated fatty meal and 
taking the x-rays within 20 to 30 minutes. The cystic 
and common ducts, and occasionally the hepatic ducts, 
were well visualized with Teridax when the fatty 
meal was employed. 


The use of Teridax was most noteworthy in the 
freedom from side actions following its use. Other 
investigators (7, 10) have previously reported this low 
incidence of side actions. 


In this series, cholecystography with Teridax was 
performed on 26 patients with active peptic ulcer, 
one with subtotal gastrectomy and four with hiatus 
herniae. Presence of active gastrointestinal disease 
would lead one to expect increased incidence of side 
actions with halogenated compounds. However, Teri- 
dax was not irritating to any of these patients—not 
a single peptic ulcer patient complained of pain pre- 
cipitated by the compound. 


Unabsorbed radio-opaque material was not noted in 
the large bowel in any patient receiving a single dose 
of Teridax. In a few cases small amounts of unabsorbed 
material were observed in the colon following repeat 
doses. These appeared as a very faint haze of mul- 
tiple, punctate opacities which did not obscure or con- 
fuse the interpretation of the gallbladder shadow. This 
phenomenon is quite different from the dense, large 
particle opacities which fill the colon following use of 
Telepaque. 


SUMMARY AND CONCLUSIONS 


Teridax was studied clinically in 96 patients, Sixty- 
six patients had excellent cholecystograms showing 
normally concentrating gallbladders. Thirty patients 
had nonfunctioning gallbladders and were studied with 
two other contrast media without visualization, All 
of these 30 cases were found at surgery to have abnor- 
malities which explained the nonvisualization. 


The density of cholecystograms obtained with Teri- 
dax was measured photometrically and found to be 
between that observed with Priodax and that seen with 
Telepaque. This is considered to be a very desirable 
feature of the medium. 


It is concluded that: 


1. Teridax rarely produces unabsorbed radio-opaque 
material in the colon following administration of 
recommended dosages of the dye. If present, the 
colonic opacities appear as a faint, punctate haze 
which in no way confuses cholecystographic in- 
terpretation. 


2. The densities of radiographs obtained with Teri- 
dax are considered to be in an ideal range of 
opacification permitting better visualization of 
gravel-type stones than the more dense medium, 
which may at times completely mask them, 


3. Teridax has resulted in a lower incidence of dis- 
comforting side actions in our hands than has 
any other cholecystographic medium employed 
to date. 


, 
| 
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LIPOTROPIC AGENTS ON SERUM LIPID PARTITIONS IN FIFTY 
PATIENTS WITH GENERALIZED ATHEROSCLEROSIS: 
A THREE YEAR STUDY 


A. AtLen M. D., Harovp B. Eiper, M. D. Linn J. Boyp, M. D., New York, N. Y. 


THE LIPOTROPIC action of choline, inositol and 

methionine in exerting a prophylactic and thera- 
peutic effect against organ lipidoses, hypercholesterol- 
emia and clinical arteriosclerosis was studied by several 
workers (1-6). It has been suggested by some observ- 
ers that the behavior of the so-called lipotropic prep- 
arations may play some influence in the pathogenesis 
of arteriosclerosis, and that their presence might change 
the amount of plasma lipids (7, 8). 

There have been so many contradictory conclusions 
and inconsistent results with such experiments (9-12), 
that this study was undertaken to determine the actual 
clinical value of the administration of lipotropic prep- 
arations. 

Errect or Liporropic AGENTS 
The theoretic basis for the application of lipotropic 


agents to the management of arteriosclerosis is two- 
fold: their lipotropic action and the fact that some 
are phospholipid component, The lipotropic agents 
comprise five chemical compounds: Choline, methio- 
nine, betaine, inositol, and B-propiothetin, 


Today physicians are being inundated with a plethora 


of literature by the various medical drug companies 
on the subject of lipotropic agents and the lay public 


From the Medical Service of the New York Medical Col- 
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A — choline 


has been exposed through a number of popular medi- 
cal articles on their value. In comparing five of the 
more frequently prescribed lipotropic preparations in 
either liquid, capsule, tablet or parenteral form, it 
appears that there is only a small amount of actual 
difference between any of the preparations. The usual 
composition consists of one gram of methionine, two 
and one-half grams of choline, 0.75 grams of inositol 
in each unit of preparation. To this formula is added 
various amounts of liver concentrates, thyroid, vitamin 
B,., pyridoxine hydrochloride (vitamin Bg), betaine, 
and folic acid. A daily dose of nine to twelve capsules, 
tablespoonfuls or powders is recommended. 


Choline is the quaternary ammonium base trimethyl- 
b-hydroxy-ethyl-ammonium hydroxide, with three 
methyl groups. It has the formula as shown in A. 


It is generally in the form of complex esters such as 
phospholipids and lecithin. It is found mostly in liver, 
brain, egg yolk, heart, kidney, peanut meal, soy bean 
and wheat germ. The lipotropic action of choline 
is its combinatiou in the liver with phosphoric acid 
ard neutral fats to form phospholipids, which are 
needed for the transportation of fat from the liver, 
or by causirg fat utilization by the hepatic cells 
(13-15). 

Methionine is an amino acid with the structural 
formula shown in B. 

It belongs to the group of amino acids which includes 
lysine, leucine, threonine, arginine, and tryptophane, It 
is found mostly in meats, egg albumin and most protein 
foods (16). Its lipotropic action is supposedly similar 
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CH,-S-CH2-CH>-C-COOH 


to choline by the process known as transmethylation 
(17-19). 
Inositol, a member of the vitamin B group is hexa- 


hydroxycyclohexane CgHg(OH )¢. It is found in phos- 
pholipids of the brain, heart and other animal tissues. 
Its lipotropic action is probably due to its participa- 
tion in the formation of phospholipids. The structural 
formula is shown in C 


Betaine acts by providing labile methyl groups for 
the synthesis of choline. It resembles choline very 
closely in molecular structure as shown in D., and pos- 


H 


O 


OFC 


B — methionine 


C — inositol 


and ten patients were dropped from the roster during 
the course of the period of observation for various 
medical and social reasons. All of the patients were 
placed on a low fat, low cholesterol diet containing 
not more than fifteen grams of fat and 100-300 milli- 
grams of cholesterol daily. In addition to the usual 
complete physical examinations studies were made 
including x-rays of the chests, electrocardiograms, 


urines, peripheral blood counts, and blood determina- 
tions for lipid partitions, sedimentation rate, and renal 
and liver disturbances at frequent intervals. 


N-CH; 


D — betaine 


sesses three methyl groups. It donates methyl group for 
the synthesis of choline or methyl transfer in the liver 


(20). 
MetuHops oF Stupy AND MATERIAL 


Thirty male and thirty female patients with the 
clinical diagnosis of generalized atherosclerosis and 
chronic coronary artery disease, ranging in age from 
thirty-five to seventy-five years, with an average age 
of 50.2 years were selected to participate in this study. 
Fifty of the patients completed the three year study 
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Fifteen male and fifteen female patients were in- 
structed to take nine to twelve capsnles daily of a lipo- 
tropic preparation. Each capsule contained : 


Choline Dihydrogen Citrate 2.5 Gm. 
dl, Methionine 1.0 Gm. 
Inositol 0.75 Gm. 
Vitamin B,, 18 meg. 
Liver concentrate and desiccated 

liver 0.78 Gm. 


Except for the fat and cholesterol dietary restrictions, 
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the lipotropic group and the control group received 
no special medication or treatment. They were given 
the usual instructions as to limitation of activities and 
trinitroglycerine tablets when necessary. None of the 
patients received heparin, thyroid, insulin or other 
specific medications since no known pathological en- 
tities were present except for the presence of general- 
ized atherosclerosis and chronic coronary artery dis- 
ease. 


Fasting non-oxalated blood samples were drawn 
from all the patients at the onset of the study and 
every six months thereafter for thirty-six months. 
Fifteen cc. of fasting non-oxalated blood were collected 
and the serum obtained. Duplicate samples of the serum 
were determined. The lipid phosphorus (lipid esters 
of phosphoric acid) was determined by the Young- 
burg modified digestive method (21). Phospholipid 
values were obtained by multiplying the lipid phos- 
phorus determinations by the factor 25. Total lipids 
were determined by the gravimetric modified Bloor 
method (22). Total cholesterol and esters were deter- 
mined by the Leiboff method (23). In order to ex- 
press the value of cholesterol esters in terms of actual 
weight, a factor of 1.67 was utilized. This figure was 
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Fig. 1. Effect on total cholesterol in 
patients on a low fat, low cholesterol 
diet plus a lipotropic agent (Group A ——.) 
and no medication (Group B 
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Fig. 2. Effect on total lipids in patients 
on a low fat, low cholesterol, diet alone. 
Control (Group B -----) and a lipotropic 
agent. Lipotropic group A 


Lipips 1s ATHEROSCLEROSIS 


obtained by dividing the molecular weight of choles- 
terol oleate by the molecular weight of cholesterol. 
Neutral fats were obtained indirectly by subtracting 
from the total lipid values, the weights of the phos- 
pholipid, free cholesterol, and cholesterol, oleate frac- 
tions. Lipid fraction percentages were calculated by 
dividing the weights of the various lipid fractions by 
the total lipids. Liver function tests performed were 
those of the thymol turbidity test by Maclagan (24), 
cephalin-cholesterol flocculation test of Hanger (25), 
and the total protein, albumin and globulin values by 
the Tyrosine method of Greenberg (26). Sedimenta- 
tion values were performed by the Westergren method 
(27). Height, weight and type of constitution were 
noted. Definitions, functions of lipid partitions, normal 
values and detailed explanations of the methods were 
discussed in a previous publication (28). 


All of the patients were weighed monthly and a 
record of their food intake was kept by diet diaries 
and frequent menu checks. Those patients who did not 
complete the entire thirty-six month study were elimi- 
nated completely from the study; six of the lipotropic . 
and four of the control group. 
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RESULTS 


Blood Cholesterol: The data are recorded graphically 
on Figures 1 and 5. Initial average blood total cho- 
lesterol was 254 mg.% After six months the cholesterol 
in the lipotropic group decreased to 222 mg.% ; the con- 
trol group at that time was 243 mg.%. After twelve 
months the lipotropic group average was 218 mg.% ; 
the control group 238 mg.%. After twenty-four 
months, both figures tended to approximate each other ; 
the lipotropic group increased slightly to an average 
blood cholesterol of 220 mgm.%; the control group 
continued its gradual decline to 225 mg.%. After 
thirty-six months both averages were almost identical ; 
the lipotropic group was 222 mg.% and the control 
group 224 mg.%. 


Total Lipids: The data are recorded graphically on 
Figures 2 and 5. Initial average total lipids was 920 
mg.“%. After six months the average total lipids in 
the lipotropic group dropped to 900 mg.% ; the con- 
trol group decreased to 870 mg.%; After twelve 
months, the lipotropic group lessened to 820 mg.% ; 
the control group average increased to the original 
920 mg.%. After twenty-four months the respective 
average levels were relatively unchanged. After 
thirty-six months a similar situation existed and the 
resulting figures were practically identical with the 
average control figures of both groups. 


Values exoressed in mr. per 100 ml. serun. 
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Neutral Fats: The data are recorded graphically on 
Figures 3 and 5. Initial average neutral fats was 
444 mg.%. After six months there was a slight de- 
crease in both groups; the lipotropic group to 430 
mg.% ; the control group to 440 mg.% After twelve 
months the lipotropic group decreased to 390 mg.% ; 
the control group dropped sharply to 310 mg.%. After 
twenty-four months the lipotropic group decreased to 
365 mg.% while the control group increased to 370 
mg.%. At the time of the conclusion of the study, in 
thirty-six months, both groups were almost identical, 
averaging about 372 mg.%. 


Phospholipids: The data are recorded graphically on 
Figures 4 and 5. Initial average phospholipids was 239 
mg.%. After six months the lipotropic group decreased 
to 228 mg.% ; the control average increased slightly to 
240 mg.%. After twelve months the lipotropic group 
decreased to 220 mg.%; the control average con- 
tinued its slight increase to 243 mg.%. After twenty- 
four months both groups averaged 220 mg.%. After 
thirty-six months both groups were almost identical, 


236 to 238 mg.%. 


Phospholipid-Cholesterol Ratio; Stress is laid upon 
an increase of this ratio for the beneficial effect of 
a lipotropic agent. The authors lay no importance to 
this ratio, since our previous publications show such 
a variance in both normal and abnormal patients, 
whether arterial or myocardial changes are present 
or absent (28-32). Our studies herein showed the 
ratio of phospholipid to cholesterol to be increased 
in 45% of the lipotropic group patients and in 43.5% 
of the control group; decreased in 55% in the lipo- 
tropic group and 57% in the control group. The aver- 
age of the phospholipid-cholesterol ratio shows prac- 
tically no change with the same values in both groups 
of patients at the end of a thirty-six month observa- 
tion (Fig. 6 and Table I). 


Discussion 


Assuming that all of the fifty patients followed the 
prescribed low-fat, low-cholesterol diet for a period of 
thirty-six months, and that twenty-five of the patients 


TABLE I 


ARITHMETIC MEAN VALUES AND RATIO IN 
PATIENTS ON A LOW FAT-LOW CHOLESTEROL 
DIET AND A LIPOTROPIC AGENT (LIPOTROPIC 

GROUP A) AND ON DIET ALONE (CONTROL 

GROUP B), 


Time Phospholipids Total Cholesterol Ratio of 


Interval (mg. per 100 ml, serum) Phospholipids 
to Cholesterol 


Months A B A B A B 
0 239 239 254 254 0.94 0.94 


6 228 240 222 243 1.03 0,99 
12 220 243 218 238 1,00 1,02 


18 220 230 218 230 0.96 0.95 
24 220 220 220 225 1,00 0,98 
30 225 230 220 225 1,02 0,97 
36 236 238 222 224 1.06 1.06 
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Fig. 6. Graphic presentation of the ratio nhospholintds to total cholesterol 


faithfully took their prescribed medication daring a 
similar period ‘of time, and under the conditions of 
the experiment, the lipotropic substances were without 
therapeutic effect against hypercholesterolemia, hyper- 
lipemia ard lipidosis. Our findings concur with those of 
other observers (33, 34). The inability of choline, 
methionine and inositol to decrease hepatic choles- 
terosis, as adjudged by averaged blood chemistries is 
in accord with previous observations (35). It is not in 
agreement with those observers who administered 
lipotropic substances to a series of patients with coro- 
rary heart disease (36). There does not appear to be 
a decholesterolizing action of lipotropic substances in 
humans, ard consequently we cannot hope for a pre- 
vention of deposition of lipoid substances in the intima 
of the arteries, and mobilization of these substances 
from atherosclerotic arteries by the use of lipotropic 
substances. Betaine has recently been considered by 
some to be the “acid test” of therapy for the most ef- 
fective lipotropic agent studied (37). Study of the 
results of the above observers shows an increase of 
the phospholipid-cholesterol ratio to be due mostly to 
a diminution of the total cholesterol values and to an 
increase of the phospholipids in only about 50% of 
their patients. A change of two to ten mg. in values, 
as maintained by the above authors, cannot be con- 
sidered to be of much  sigiificance. Our previous 
studies, as mentioned above, show a wide variation in 
both normal and abnormal states (28-32). There does 
not appear to be a prolorgation of life by the use of 
lipotropic therapy in groups of patients who had coro- 
nary thrombosis against those in an untreated control 
group (38). There was no amelioration of symptoms 
attributable to atherosclerosis by the use of the same 
lipotropic preparation as eraployed in this study (39). 
We cannot accept the possibility that these lipotropic 
substances act as a probable anti-senescence factor. The 
low-fat, low-cholesterol diet itself (40-44) and_ thy- 
roid as utilized in some of the lipotropic agents will 
reduce lipid values (45). Excessive weight loss (46) 
which may affect lipid partitions does not come into 
consideration under the present clinical observation. 
Our findings show that 38% of the patients showed 
an average increase of 3.3 pounds while 62% showed 
an average loss of 5.5 pounds. In the total number 
of patients, the arithmetic mean value was 1.9 pounds 
loss in weight. 


(mean values) in the lipotronte groun (A) and control group (B).- 


No clinical liver damage was encountered as evidenc- 
ed by the negative liver function tests. Normal blood 
counts excluded anemia and normal sedimentation rates 
precluded acute inflammation, 


Our present studies do not include such condi- 
tions as diabetes mellitus, xanthomatoses, idiopathic 
hyperlipemia, familial hypercholesteremia, and_ liver 
diseases in which the lipotropic agent may produce a 
beneficial therapeutic response. This will be discussed 
in a future publication. 


SUMMARY 


1. Fifty patients with clinical generalized athero- 
sclerosis and chronic coronary artery disease were 
maintained on a_ low-fat, * low-cholesterol diet for 
thirty-six months. Twenty-five of these patients were 
given therapeutic dosages of a lipotropic preparation 
during this period. 


2. Serum lipid fractions such as cholesterol, phos- 
pholipids, total lipids and neutral fats were determined 
and averaged on all fifty patients at the onset of the 
study and at six month intervals for a period of three 
years. 


3. Except for a slight decrease in blood serum 
cholesterol of all the fifty patients, attributable to the 
low-fat dietary restrictions, there were no significant 
differences in any of the other serum lipid fractions. 


4. Changes in the ratio of phospholipid to cholesterol 
were practically the same in the control and lipotropic 
groups of patients. 


5. Low-fat, low-cholesterol diet will attain the same 
end result as lipotropic agents upon reducing serum 
lipid partitions. 

6. Loss of weight had no bearing on the diminution 
of the lipid partitions. 

7. There is no clinical or laboratory confirmation 
for the value of the administration of the present 
known lipotropic preparations in the treatment or 
prophylaxis of human atherosclerosis. 

Thanks and appreciation are expressed to Miss Dorothy 
Schork for the preparation of the graphs. 
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NORMAL G. I. (GASTRO-INTESTINAL) DIET 


(Containing basic directions and general information for the average healthy person) 


M. B. Levin, M. D. ann B. A. Gwynn, B. S., 


ITH THE ever-growing enlightenment of the 

world to food and its benefits, and the increasing 
awareness of the individual to what he puts in his 
mouth, more and more physicians are being questioned 
every day as to. what constitutes a correct diet for 
the normal, healthy individual. Then too, more and 
more people are beginning to understand that pre- 
vention is better than cure; and, if it be true that “we 
are what we eat,” the sooner we get down to the 
business of eating correctly, the better are our chances 
of maintaining health and being what we want to be 
in that direction. The discussion of diets, and par- 
ticularly the dietary fads of the moment, takes second 
place only to that of the weather, ard merits earnest 
consideration by all of us. 


“Doctor, what shall I eat to keep healthy? Is meat 
good for me? Is it true that eggs are bad for the 
liver and cause cholesterol? etc. etc. 


These and multitudinous other questions about 
foods and their effects are constantly being shot 
at physicians and dietitians by their patients and friends. 
The answers are difficult indeed, for there are many 
schools of thought on the subject of correct dieting. 
Basic information and instructions concerning diet 
to maintain the health of the average person may be 
obtained from the voluminous and varied and oft-con- 
tradictory literature available, but it is difficult at 
times to extract the “wheat from the chaff’ so that 
it is in an assimilable, practical form. 


After two decades of close and concentrated study 
of foods and their effects unon the body, and after 
endless experiments of the various components con- 
tained therein on the wear and tear of human tissue, 
the following “Normal G. I. Diet” was evolved to 
form the basis of correct eating for the average person 
in order to maintain health. Of course, the average 
physician and dietitian may vary this schedule to meet 
the irdividual’s dietary needs and tolerance, but the 
general outline is to be followed. 


No doubt it will prove interesting to note in this 
diet the discussions of the various groups of foods and 
accessories and the manner of their preparation. The 
clinical classification of carbohydrate foods, which in 
some instances differs from the chemical classification, 
has been brought up to date and summarizes our latest 
experiences. These foods have been so classified only 
after actual clinical trials and repeated laboratory 
check-ups. 


NorMAL GASTRO-INTESTINAL DIET 


Animal protein, the best source of supply for re- 
placing the wear and tear of human tissue (protein) 
in omnivorous man, should be the primary and basic 
consideration of all diets. 


Submitted Dec, 2, 1953. 


Baltimore, Md. 


Ordinarily, humans do not utilize vegetable pro- 
teins as beneficially as animal proteins. Lack of com- 
pleteness of the proteins or the inability of the human 
to digest them may account for this. Although at times 
vegetable proteins may be the only sources of pro- 
tein replacement, they usually do not maintain the best 
physical condition or serve as the best sources of anti- 
bodies or bio-chemical health. The vegetable proteins 
combined with other materials also difficult for human 
digestion give a poor protein source for man. 


Where protein-carbohydrate combination foods are 
taken, they should be limited to the carbohydrate tol- 
erance of the individual. Such combinations may be of 
vegetable source, as nuts, grains, etc., or, of animal 
source, as milk, cheese (lactose, or lactic acid-protein 
combination), or the less applicable liver glycogen- 
protein combination. The individual’s sensitiveness to 
the carbohydrate may be in the intestinal tract to 
carbon dioxide gas—as in ulcerative colitis; or, 
throughout the system—as in migraine, gout, etc. 


The total amount of available soluble, absorbable or 
fermentable carbohydrates at each meal usually con- 
trols or governs the effects in the gastro-intestinal 
tract or throughout the system. Because of this fact, 
when the total carbohydrate foods allowed are not 
eaten at the meal, the deficit cannot be made up at 
other meals. 


Normally up to 4% or % pound of proteins is eaten 
at meals (unless the individual is sensitive to them), 
varying with the individual’s desire. 


PROTEINS 


EGGS—(chicken, duck, goose, etc.) as many as 
permitted. 


MEATS (Striated Muscle}—Lean beef, lamb, veal, 
lean mutton if tender, ham or bacon (if permitted), 
goat. 


Fowl—chicken, turkey, squab, duck, partridge, 
etc., (no goose), 


Sea Foods 


Shell fish {Crustacean—crab, 
etc. 
| Mollusk {Univalve—abalone, etc. 
| Bivalve—oyster, clam, scal- 
lop, mussel, ete. 


lobster, shrimp, 


Fish—all types except catfish or fresh eel. 


Fresh meats are usually preferable and should pre- 
dominate, but other forms, such as salted, canned, dried 
or smoked beef, lamb, veal, etc., may be eaten, if prop- 
erly prepared or the preservatives removed. Parboiling 
(in some instances by soaking), by placing the meats 
in cold water, bringing to a boil and continuing boiling 
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for 10 or 15 minutes usually results in satisfactory 
penetration and removal of the preservative from the 
beef, fish or other meats. In some instances adding a 
small amount of salt to the water may allow better 
penetration and faster removal of salt. 


Smoked cured ham or (lean) Canadian bacon are 
the only pork products allowed, if treated as above 
mentioned. 


Meats should be broiled, boiled, baked or lean 
roasted (fat trimmed before roasting, no fat added 
and basted with water). 


Canned tuna, sardines or other oil packed canned 
fish should be drained of oil and washed with hot water. 
Canned salmon does not require this. 


Kidneys, sweetbreads or other organs are per- 
mitted in normal amounts. 
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PROTEIN-CARBOHYDRATE COMBINATION Foops 


Animal Protein-Carbohydrate Combination Foods 


MILK PRODUCTS—Various sweet or soured 
milk drinks may be taken to the tolerance of the in- 
dividual’s stomach and intestinal tract, or general 
system. Small amounts of sweet or sour cream may 
be taken, and cottage cheese with a small amount of 
top milk; plain American, Swiss or other low fat 
cheese; may be taken to the individual's tolerance 
of the lactose or lactic acid (carbohydrate ). 


LIVER PROTEIN-GLYCOGEN COMBINA- 
TION is ordinarily not a problem in the amounts 
usually taken. 


‘egetable Protein-Carbohydrate Combination Foods 
For ordinary purposes the vegetable protein-carbo- 
hydrate combination of nuts, grains, etc., are not 


CLINICAL CLASSIFICATION OF CARBOHYDRATE (Sugar and/or Starch) FOODS 


5% VEGETABLES 

Artichokes (French) 

Asparagus 

Bamboo Shoots 

Beans (string, snap, wax, soy 
bean sprouts) 

Borage 

Broccoli 

Brussels Sprouts 

Cabbage (plain, celery) 

Capers 

Cauliflower 

Celeriac (turnip-rooted 
celery, tops) 

Celery 

Chard (Swiss) 

Chayote 

Chives (not permitted) 

Collards 

Corn Salad 

Cress 

Cucumbers 

Dasheens (tops) 

Eggplant 

Endive (chicory, escarole) 

Fennel 

Greens (beet, dandelion, man- 
gold, mustard, pokeberry, 
turnip) 

Jews’ mallow 

Kale Sprouts 

Kohlrabi 

Leeks 

Lettuce 

Mushrooms 

Okra 

Orach (leaves and stems) 

Parsley 

Peppers (green or sweet) 

Purslane 

Radishes 

Rhubarb 

Romaine 

Roquette (rocket salad) 

Sauerkraut (as permitted) 

Sea Kale 

Snow peas 

Sorrel or Dock (tops) 

Spinach; Vinespinach 
(Basella ) 

Taro (tops) 

Tomatoes 

Udo 

Vegetable Marrow 


June, 1954 


5 to 10% FRUITS 
Citron 

Grapefruit 

Lemons 

Limes 

Olives 


10% VEGETABLES 
Beets 
Carrots 
Lambsquarters 
Onions (not permitted) 
Oyster Plant 
Pumpkin 
Rutabaga 
Squash 
Truffles 
Turnips 
Water Chestnuts 


10 to 15% FRUITS 
Alligator Pear (avocado) 
Cranberries 
Gooseberries 
Kumquats 
Loquats 
Oranges 
Quinces 
Sapote 
Strawberries 
Tangerines 


15% VEGETABLES 
Artichokes (Jerusalem) 
Beans (L'ma-young, butter) 
Oca (tubers) 

Parsnips 
Peas (green) 
Soy Beans 


15 to 20% FRUITS 


MISCELLANEOUS 


Apricots 20 to 35% 
Blackberries Arrowroot 

Blueberries Baked Beans 

Cantaloupe Beans (shell) 

Currants Canned Fruits (generally) 
Dewberries Chocolate 

Figs (fresh) Cocoa 

Grapes Cocoanuts (generally) 
Guava Cooked Grains or Cereals 
Huckleberries Corn (green) 
Loganberries Dasheens (tubers) 


Melons (Honeydew, musk, 
Persian, water, ete.) 


Jello 
Legumes (generally) 


Mulberries Lentils 

Papayas Macaroni 

Pineapple Nuts (generally) 
Pomegranate Peas (split, eooked) 
Raspberries Potatoes (Irish, sweet and 
Whortleberries yams) 


20 to 25% FRUITS 


Rice (boiled) 
Shallots (not permitted) 


Apples Sorrel or Dock (roots) 
Bananas Tapioca 

Breadfruit BREAD—50% 
Cherries 

Haws DRY CEREALS—60% 
Mamey Apple 

Mangos DRIED FRUITS 
Nectarines 60 to 80% 
Papaws Apples 

Peaches Dates 

Pears Figs 

Persimmons Peaches 

Plums Prunes 

Prunes Raisins 
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included under protein classification and are best 
considered as carbohydrates. 


SOU PS—Use as much as desired of clear soups, 
broths, bouillons containing any proteins and 5% 
vegetables. Moderate quantities of creamed or other 
types of soups are allowed. 

Gelatin salads may be used. 


Fats or 


Regularly avoid fried, fatty, oily, greasy food. Gener- 
ally do not use butter dressings or pieces of butter in 
vegetables. A thin spread of butter or cream cheese is al- 
lowed on bread. Use whole milk, top milk, or a small 
amount of sour cream (8 to 12% fat) wherever pos- 
sible in place of butter or cream as a dressing on 
vegetables and fruits. Top milk or a small amount of 
cream can be used in coffee and tea. On infrequent 
occasions fried foods may be indulged. 


CARBOHYDRATES 


VEGETABLES—The green, leafy, or 5% car- 
bohydrate vegetables can be taken in unlimited amounts, 
moderately of the 10% group, and less of the 15% 
group. The winter vegetables (cabbage, cauliflower, 
rutabagas, sprouts, turnips) should be  parboiled 
(placed in cold water, brought to a boil, continued 
boiling for 15-20 minutes and water drained off). 
Sauerkraut may be eaten raw or brought to a warmth 
before serving, but not boiled. A small or % of a 
medium sized potato, sweet potato or yam may be 
taken once or twice daily. The following foods may be 
substituted in place of potato: noodles, macaroni, rice, 
hominy, lima beans, dried beans, peas, corn, lentils, 
etc., in | or 1% tablespoonful portions. The higher the 
carbohydrate content of the vegetables, the smaller the 
quantity permitted, and the lower the carbohydrate 
content, the greater the amount allowed. 


BREAD—1 or 2 slices are usually permitted at a 
meal. 


CEREALS or other forms of grains may be bread 
substitutes. 


FRUITS—Moderate amounts of whole fresh fruits 
may be taken once or twice daily at meals. The higher 
the sugar content of the fruit, the less taken. The lower 


A NUMBER of antihistaminic drugs have been de- 

scribed to have a blood sugar lowering action. 
This group includes Antistine (1, 2), Antergan (3), 
Neoantergan (4) and Pyribenzamine (5); other anti- 
histaminics do not seem to exhibit this effect ; Histadyl, 


From the Department of Medicine of the Jewish Sani- 
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HYPOGLYCEMIC ACTION OF AN ANTIHISTAMINIC 
A CLINICAL EVALUATION 


Martin G. GOLDNER AND Raut HERNANDEZ JAUREGUI* 


the sugar content, the more permitted. The sugar is 
more easily available and absorbable in fruits than in 
the corresponding classes of vegetables; and, fruits are 
therefore permitted in relatively smaller amounts. 
Canned, cooked, or dried fruits are usually avoided, 
or permitted only in small quantities. 


SWEETS—Small amounts of candies, jellies, and 
other sweet foods are ordinarily permitted. Saccharin, 
Dietyn or Sucaryl may be used as desired. 


DESSERTS—Small portions of pies, ice cream, 
ices, gelatin, custard, plain puddings, cakes or cookies 
are permitted once or twice daily within the tolerance 
of the individual. 


SEASONINGS—Avoid seasonings and __ spices 
(mustard, vinegar, olive oil, mayonnaise, etc.). Use 
celery stalks, leaves, seed and salt; sweet peppers; 
parsley and soup greens instead of onion or garlic to 
flavor food. Use fruit juice dressings (lime, lemon, 
grapefruit, orange juice, etc.) and only enough salt 
ordinarily, to flavor the foods. Slices of lemon, other 
fruits and fruit juices may also be used in marinating 
meats, fish and other proteins in their preparation. 
A teaspoonful of sour cream salted, spread over the 
salad, or mixed with fruit juice plain or slightly 
sweetened, may be mixed with raw or cooked vege- 
tables. If a boiled dressing is desired, flour or other 
starch, and milk or water are boiled, salt and sugar 
are added to flavor, then egg is beaten or whipped in 
and lemon or other fruit juice is well mixed with this. 


BEVERAGES—One cup of coffee or tea slightly 
sweetened is permitted at meals. Sugarless or artificial- 
lv sweetened drinks may be taken as desired. Juices, 
milk drinks, and beer are beverages high in food value. 


WATER— to 8 glasses daily should be taken as a 
minimum unless contra-indicated. 


SUMMARY AND CONCLUSION 


1. A normal G. I. (Gastro-Intestinal) diet to form 
the basis for the average normal healthy person to 
live by, is described. 


2. Carbohydrate foods are clinically classified and 
summarize our latest experiences after clinical trials 
and laboratory check-ups. 


f.i. is reported to be without any influence on the gly- 
cemia (1). 


The blood sugar lowering effect of Antazoline Hy- 
drochloride (Antistine) has been demonstrated in the 
experimental animal, rabbit and dog, as well as in 
man (1). It is relatively moderate and transitory, 
lastirg for about 30 to 90 minutes. The physiological 
|lood sugar decreases by about 10 to 30 mg%; the 
hyperglycemia of experimental diabetes following 
either total pancreatectomy or alloxan administration 
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Prot Zinc Insulin 


Ou Prot Zine inguin 


Time in Doys 


The effect of Antazoline Hydrochlor'de (Antistine) on the fasting 
blood sugar of 4 diabetic patients. The diabetes of these patients was well 


controlled by insulin and diet. The insulin dose was eut in half, the diet 
remained unchanged and an attempt was made to substitute for the insulin 
deficit with oral medication of the antihistaminic, Maximal doses of 600 
mg/day did not substitute adequately for the withheld amount of long-last 


ing insulin. 


was found to show a more marked fall, but could not 
be controlled entirely by Antistine alone. Yet the drug 
seemed to augment the action of insulin and thus to 
have an insulin supplementing or sparing effect. 


Any agent with hypoglycemic activity, even a moder- 
ate one deserves a clinical trial. This is indicated more 
so if an agent such as Antistine is effective not only 
with parenteral administration but also if given orally. 
Hernandez Jauregui and Bautista, Jr., (6) obtained 
encouraging results on a series of diabetic outpa- 
tients. In a small number of instances they were able 
to control the diabetes with Antistine alone in doses 
of 300 to 600 mg/day, in others this medication per- 
mitted a decrease in the daily dose of insulin. A similar 
study has now been carried out by us under more 
controlled conditions and stricter supervision in the 
a the results of this study shall be reported 

ere.* 


In the first group of experiments we attempted to 
ascertain the effect of the drug on the physiological 
blood sugar level. Three healthy volunteers were given 
150 mg of Antistine intravenously and the flactua- 
tions of the fasting blood sugar were followed at in- 
tervals of 30 minutes for a period of 3 hours. The 
determination of the blood sugar in this as in all fol- 
lowing observations was done with the Nelson modi- 
fication of the Folin Wu Micro Method (7). Table 1 
demonstrates a transitory fall of the blood sugar of 
20 to 37 mg% within 30 minutes. The drug adminis- 
tration was followed within a few minutes by tachy- 
cardia and sweating which lasted for about 30 to 60 
minutes. The same volunteers were then given Antis- 
tine orally in increasing doses from 100 mg-t.i.d. to 


*Antistine was kindly supplied by the Ciba Pharma- 
ceutical Products, Summit, N. J. 
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TABLE I 


THE EFFECT OF INTRAVENOUS ADMINISTRATION 
OF 150 mg. ANTISTINE ON THE FASTING BLOOD 
SUGAR LEVEL OF HEALTHY VOLUNTEERS 
Blood sugar (mg/100 ec) after 150 mg. Antistine T, V. 

‘Time in Minutes 


Test FBS 15 30 45 60 90 120 180 
1” 85 63 48 55 59 62 68 88 
3° 76 70 52 50 66 68 74 72 
3 90 80 62 62 74 78 90 94 
4 88 68 59 56 59 72 77 95 


*Tests 1 and 2 were done on the same volunteer on 2 suc- 
cessive days, 


200 mg t.i.d. and their fasting blood sugar was deter- 
mined daily. Although minor fluctuations in the gly- 
cemia were observed, these did not seem to indicate a 
significant trend. 

We then selected a number of well controlled dia- 
hetic patients from the wards of the hospital and at- 
tempted to evaluate the insulin sparing effect of An- 
tistine. These patients had been under diet and insulin 
management and were well controlled, showing only 
minimal glycosuria and a fasting blood sugar well 
within physiological limits. After a preliminary 
period during which the stability of the control was 
checked, the dose of insulin was cut in half, while 
the diet remained unchanged. This resulted in a sig- 
nificant rise of the blood sugar and of the glycosuria. 
Then oral Antistine medication was started in doses 
from 50 mg t.i.d. to 200 mg t.i.d. The fasting blood 
sugar and the glycosuria were determined daily. Doses 
of less than 600 mg/day proved to be entirely ineffec- 
tive. With this large dose of Antistine, however, an 
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Figure I 


Time in Days 


The effect of Antazoline Hydrochloride (Antistine) on the fasting 
bloodsugar of 2 patients with uncontrolled diabetes. Maximal doses of the 


50 


orally administered antihistaminie caused marked decrease of the hyper- 
glycemia, This effect was nearly comparable to that of 20 units of a long- 


lasting insulin preparation. 


insulin sparing effect was obtained. The fasting hy- 
perglycemia decreased significantly by as much as 
80 to 100 mg%. That this improvement of the diabetic 
control was due solely to the drug, could be demon- 
strated by the immediate recurrence of higher blood 
sugar levels when the drug was discontinued and by 
the re-establishment of near physiological values with 
re-administration of the drug. Figure 1 demonstrates 
the course of 4 patienis treated in this manner. It 
is shown also, however, that the supplementary An- 
tistine medication did not permit full control, although 
the insulin deficit was not greater than 20 units of a 
long lasting preparation ( Protamine-zinc-insulin ). 
When the withheld amount of insulin was re-adminis- 
tered instead of the antihistaminic, the blood sugar fell 
to its original level. 

In two instances, newly admitted patients who had 
never been under insulin management and whose 
diabetes had been found not to be controllable by diet 
alone, were given a trial with Antistine. These pa- 
tients were on a maintenance diet of 2100 calories 
with 100 grams of Protein, 200 gms of Carbohydrates 
and 100 grams of Fat. On diet alone, their fasting blood 
sugar remained above 150 mg% and their glycosuria 
was more than 20 grams. Antistine in oral dosage of 
200 mg t.i.d. produced a significant fall of the diabetic 
hyperglycemia with an accompanying diminution of 
the glycosuria. Smaller doses were ineffective. Dis- 
continuation of the drug resulted in return of the 
hlood sugar to pretreatment levels. Insulin administra- 
tion of 20 units PZI lowered the hyperglycemia to 
physiological levels and established control. This is 
demonstrated in Figure 2. 

Finally, Antistine was given to 2 diabetic patients 
under adequate dietary and insulin control. Here 
doses of 300 and 600 mg/day had only a minimal ef- 
fect on the glycemia which, though slightly depressed, 
remained within the physiological range, and no 
signs or symptoms of hypoglycemia were induced. 


DiIscuSSION 


These observations confirm the hypoglycemic action 
of Antistine in man. At physiological blood sugar levels 
this effect can be demonstrated only with parenteral 
drug administration and is insignificant when the drug 
is given orally. The hyperglycemia of diabetes, how- 
ever, is diminished significantly by oral medication. 
This result is obtained if the drug is given alone or 
added to a basic amount of insulin. 


We, as well as previous observers (1, 3, 6) found 
that this action is rather moderate. The maximal oral 
dose of 609 mg/day as used in our study was com- 
parable to not more than 15 to 20 units of a long lasting 
insulin preparation. The mechanism through which 
the blood sugar is affected by the antihistaminie drugs 
does not seem to be well established. It is generally 
assumed that their anti-allergic effect is achieved by 
competitive action with histamine at the peripheral 
effector cells, but it is doubtful whether this obtains 
here. Zwane and Jacubeit (5) suggest a pancreatic 
pathway. They believe that the drugs stimulate insulin 
production and thus influence the hormonal control 
of blood sugar homeostasis. The observation of an hypo- 
glycemic effect after total pancreatectomy (1) argues 
against this concept. De Moor (8) refers to 
Antistine in regard to its insulin-like action as an 
adrenalin antagonist. In perfusion experiments with 
the isolated frog liver we have found indeed that the 
epinephrine induced hepatic glycogenolysis is inhibited 
by Antistine. We were, furthermore. able to demon- 
strate that in the isolated liver the drug inhibits both 
spontaneous glycogenolysis and the glycogenolysis in- 
duced hy histamine (9). 

The therapeutic value of the hypoglycemic action 
of antihistaminic drugs seems to be limited for several 
reasons. As replacement for insulin they will be of 
use orly in instances with minimal insulin requirement, 
because of their rather moderate potency. Moreover, 
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it would he most important to know whether their ac- 
tivity is confined to inhibition of hepatic glycogenolysis 
or whether they also promote glucose utilization and 
share with insulin anti-ketogenic properties. Further- 
more, preferable as oral medication might be to par- 
enteral administration, one will still have to consider at 
present whether this advantage outweighs the differ- 
ence between substitution and symptomatic therapy. 
Where the antihistaminics augment the effect of a 
basic amount of insulin, it will most frequently be as 
easy to increase this unavoidable dose of insulin to an 
adequate dose. 

Nevertheless, there may be a number of indications 
for supplementation of hormone therapy with hypo- 
glycemic antihistaminics. These may exist in those 
instances of diabetes, where control cannot be achieved 
with a single injection of insulin, and where oral drug 
medication may obviate the need for a second or third 
insulin injection. The antihistaminics may also be of 
value in cases of insulin resistance and of insulin al- 
lergy. 

For the treatment of allergic states in diabetic pa- 
tients, it will be most important to know that anti- 
histaminics are available which not only do not inter- 
fere with diabetic control, but exhibit themselves a 
hypoglycemic action. 
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REVERSAL OF AMINOPTERIN TOXICITY BY WATER-SOLUBLE 


SUMMARY 


The hypoglycemic action of an  antihistaminic 
drug—Antazoline hydrochloride—is demonstrated. It 
is shown that this action is rather moderate. Its mech- 
anism and therapeutic value are discussed. 
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CUPRIDIHYDROPORPHYRINS (CHLORESIUM) 


Ropert D. Barnarp, M. D. anp Mark D. FREEMAN, M. S., Mount Vernon, N. Y. 


NTIMETABOLITES of folic acid, synthesized to 

study the metabolic role of that factor in animal 
nutrition, have been applied in patients with neoplastic 
disease to create an artificial folic acid deficiency. 
Though its rationale has been repeatedly attacked, 
“antifolics” such as aminopterin and amethopterin have 
been in common use in acute leukemia of children. 
This use is decliring, for the most part on the basis of 
profound toxicity, though more reports are appearing 
to bolster the thesis that it is less than effective, and 
what “remissions” have occurred during its use were 
more than coincidental to concomitantly administered 
mycin antibiotics (1). Bennette, in particular, has 
emphasized that whatever antineoplastic effects ame- 
thopterin possesses in animal experiments are based 
solely on its general systemic toxicity (2). 


The latter effect of the folic acid antagonist is ex- 
pressed chiefly in two systems—(a) the hemopoietic 
where it produces myelaplasia with (usually) com- 
pletely refractory anemia, granulopenia and throm- 
bopenia, and (b) the alimentary tract where stomatitis 
and enteritis are frequently so severe as to constitute 
the lethal modality from antifol administration. That 
the intestinal tract or its contained flora is the first 
line of defense against aminopterin is suggested by 
Totter’s finding that the rabbit is not particularly 
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susceptible to this drug, when given orally, but that 
an in vitro hemopoietic marrow suspension is contrari- 
wise extremely susceptible to extremely small concen- 
trations (3). 


Cognizance has been taken of the clinical implications 
of folic acid antagonist toxicity, and folinic acid 
(“citrovorym factor’) which effectively reverses its 
action is in common use among patients receiving 
aminopterin or amethopterin. Since the necessary ad- 
ministration of that metabolite, which a therapeutic 
agent is designed to abrogate, noses some philosophic 
difficulties, other agents for this purpose, unrelated 
to folic acid, have been sought. Adenosine triphosphate 
is reported to protect against antifol myelaplasia in 
suinea pigs without extending their life span (4). 
Waisman et al., taking cognizance of the growing ar- 
guments that aureomycin or terramycin were actually 
responsible for supposedly antifol induced remissions 
in acute leukemia, stated their opinion against this 
case even though they demonstrated that aureomycin 
ingestion abrogated aminopterin toxicity in rats (5). 
Sauberlich was unable to confirm this abrogation (6). 
In these experiments, antibiotic doses of 25 mg. per 
kilo per day were employed; these, in themselves, 
may be toxic to rats. In humans, definite reversal of 
aminopterin toxicity has been seen on commencing 
aureomycin at a level of 1 to 5 mg. per kilo per day (7). 

Folic acid in high dosage appears to reverse antifol 
toxicity, but B,. is agreed to be ineffective though 
reported to synergize folic acid activity. The activity 
of 1l-oxysteroids in this regard is unsettled, Com- 
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mercial APF (“animal protein factor”) sources of By2, 
derived from streptomyces antibiotic fermentations, 
are highly potent; but they are rich in folinic acid 
so that any additional effective antifol neutralizers that 
may be present cannot presently be defined. Their 
potency, however, seems to exceed that expected from 
folinic acid content. They are now known to contain 
coprogen, a recently isolated growth factor for pilo- 
bilus which has been shown to prevent antifol myela- 
plasia in chicks (8). The advent of coprogen, which 
is an iron-containing pigment whose empiric formula 
approximates that of a metalloporphyrin and whose 
pilobilus growth stimulation is approximated by 
ferriprotoporphyrin (ferriheme, hematin), has directed 
interest in connection with its therapeutic effects to 
other metalloporphyrins.* 


The most common of these in current use belongs to 
that series of alkali cupridihydroporphyrins of green 
plant extraction and designated as “water-soluble chlo- 
rophyllins.” An elaborate bibliography on these deriva- 
tives is accumulating in this country, and among the 
references therein are several reports of “hematinic” 
effect. 


A study of the effect of water-soluble chlorophyllins 
on aminopterin toxicity in weanling rats has, therefore, 
been conducted. 


“This in spite of the facet that we have been unable to 
establish porphyrin characteristics for crystallin coprogen 
which certainly is not a protoporphyrin. 


Animal Vertebral 
Number Marrow 


1c 


8 


38 
42 


2c 


3c 
1WAm 
2WAm 
4WAm 
1Am 
2Am 
3Am 


4Am 


10sAm 46 53 
20sAm a 41 42 


30sAm = 44 44 


A 


40sAm 


N—normal erythropoiesis. 
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TABLE I 


9 
44 
49 
41 
43 
58 
54 
43 
49 


d—signifies death (or found dead) on this day. 


EXPERIMENTAL 


The procedure for testing antifol abrogation em- 
ployed by Sauberlich was modified only with respect 
to certain variation in diet for the present study. Fif- 
teen to 21 day weanling albino rats of either sex were 
xiven aminopterin in doses of from 10 to 30 gammas 
per day. In the initial and second series this was ad- 
ministered orally by svringe with polyethylene tubing ; 
in subsequent series it was admixed in appropriate 
concentration in the food so that the intake of the av- 
erage rat approximated the property quantity. This 
necessitated daily record of food consumption of each 
series. The same method of administration was applied 
to the other oral administration modalities (chloro- 
phyllins, etc.), the members of the first series being 
individually fed and subsequent series having a pre- 
determined quantity given by food admixture. 

The rats were kept in wire bottom cages to limit 
coprophagy, but grouping of animals in a single series 
within an adequate cage was found not to materially af- 
fect results. The exception to this domiciling was in 
Series 2 where intercoprophagy was permitted by 
pooling all animals (hence, the necessity of individual 
dose administration to members of this series). 

Rats were weighed tri-weekly. Those that succumb- 
ed during any experiment, as well as all surviving at 
the end of an experiment, were autopsied and all tissues 
fixed in 10% formalin. Blood studies were done on 
appropriate animals, usually on survivors at the con- 
clusion of a series. 


Weight on Day of Experiment 
10 


11 612 «(18 22 
49 
56 


47 


55 


54 62d 


37d 
45 36d 


h+, +++, ete.—hypoplasia, mild, moderate or marked. 


A—bonemarrow aplasia. 


W-—rats receiving 1 mg. water-soluble triearboxylic chlorophy!lin. 
Os—rats receiving 1 mg. streptomycin cobalt chlorophyllinate in Tween-oil. 


Am—rats receiving .010 mg. aminopterin. 


All administrations were oral in all animals from the Ist to 16th day inclusive excepting 


3rd and 10th days of observation. 
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In all, 7 series of animals comprising a total of 
306 rats were studied. Some other materials besides 
chlorophyllins were randomly tested—all, with a 
single exception, given orally. The latter was human 
plasma cholinesterase (Cholase, Cutter) which was 
administered intramuscularly in doses of 500 Alles 
and Hawes (9) units every other day. 


The diet in the initial and second series consisted 
of purina chow and mixed fresh greens. In subsequent 
series, the milk-white bread diet of Scott and Delor 
was given throughout since it was desired to observe 
possible iron utilization from that metalloporphyrin 
containing chelated iron (ferrochlorophyllin). In the 
seventh series, this diet was modified by allowing an 
iron intake of 1 mg. per kilo per day in the form of 
ferric chloride dissolved in the milk. 


RESULTS 


The initial experiment (Table I) indicated that tri- 
carboxylic chlorophyllin (a constituent of Chloresium ) 
which was orally administered at a level of 1 mg. per 
day conferred almost absolute systemic protection and 
significant hemopoietic protection against a 10 gamma 
daily oral dose of aminopterin. A Tween-oil solution 
dosage containing | mg. of streptomycin cobalti chloro- 
phyllinate did not confer significant protection. The 
latter group served as control for a portion of the sec- 
ond series wherein this vehicle was used to administer 
water-soluble chlorophyllin which dissolves therein. 
Apparently, even in such solution, watersoluble chloro- 
phyllin confers some protection. In the second series 
(Table II) the protective effect of coprophagy against 
aminopterin is disclosed; during the latter five days 
of the experiment, half the otherwise “unprotected” 
animals were permitted to coprophagize control and 
the other half, chlorophyllin protected animals, and 
showed a significant weight gain during this period 
even though the aminopterin dosage was doubled. The 
importance of coprophagy in this result is suggested 
because the chlorophyllin-receiving animals lost some 
weight on the 20 gamma daily dose, indicating that 
chlorophyllin protection is not complete. (Table I1) 


The third series, which duplicated the first except 
for substitution of a milk-bread diet (the Scott-Delor 


= 
Am* dosage 
daily & 
Initial 43,2 44. 
10 
gammas 
daily | 
10 day 50.3 60.5 
20 | 
gammas 4 3.7 
daily | 


{15 day 54.0(2) | 59.8(2 
*"Am—Aminopterin 
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TABLE II 
EFFECT OF COPROPHAGY ON WEIGHT GAIN OF AMINOPTERIN INGESTING RA'TS 


Average Weights 
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diet) (13) for the purina chows and greens, again 
showed significant protection for Chloresium in either 
aqueous or Tween-oil solution given at a dosage level 
of 2 mg. per kilo per day against the 10 gamma 
aminopterin daily dose. In this series which was ex- 
tended to screen some other materials, apparently sig- 
nificant, though incomplete, protection was afforded by 
mammalian intestinal mucosa (Renshaw’s extract (10) 
which is now believed to contain both the Elvehjem 
(11) “mink growth” factor and the Gyorgy (12) “1. 
bifidus factor”), by terramycin (2 mg. per kilo per 
day), and questionable protection was afforded by 
parenteral cholinesterase. Systemic protection from 
coprogen (2 mg. per kilo per day) was not observed. 

Series 4 indicated (as did Series 2) that, in the ab- 
sence of coprophagy, significant chlorophyllin  pro- 
tection does not extend much beyond an aminopterin 
dosage of 10 gammas per day. In that series, a 20 
gamma dose was used during the latter five days of 
the series trial. In this series, a sample of “101% 
Chloresium” (based on N.N.R. spectrophotometric 
standards) gave complete protection, the animals 
gaining, as did the controls, an average of slightly 
more than 1 gram per day. This performance was al- 
most matched by a chemically defined water-soluble 
chlorophyll derivative, sodium cupri-isochlorin§ e,, 
yielding an average gain of .8 grams per day. Wean- 
lings on ferri-chlorophyllin did only slightly better 
than in “unprotected” aminopterin-treated animals ; 
weight gains averaged 3 and 2 grams respectively for 
the initial ten-day period. Animals receiving coprogen 
(also 2 mg. per kilo per day) showed an average 
weight loss of .4 grams per day. Raising of the amino- 
pterin dosage to 30 gammas daily in all groups was fol- 
lowed by diarrhea, emaciation and death in all animals, 
none surviving four days of this dosage.* 

In the fifth and sixth series, the ability of either 
cupri- or ferri-chlorophyllins to protect against 10 
gammas per day of aminopterin for at least a two- 
week period is brought out by the aspects of repre- 
sentative animals from each group of the latter series, 


*It is of some interest, if not completely germane to the 
present study, that a concurrent: series to that just elaborat 
ed, did have surv.vals after one week on comparable aminop- 
terin dosage when fed mammalian intestinal mucosa extract. 
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Figure I 


Representative surviving rats in the sixth series after two weeks on 10 gammas of 
uminopterin daily. The protection afforded by various chlorophyllins ‘s evident in the com- 
parative aspects of (1) ‘‘unproteeted’’ animals ‘‘protected’’ by (2) cupri-isochlorin e,, (3) 
ferrichlorophyllin, (4) euprichlorin e,. The control animal (5) received neither aminopter-n 
nor dilydroporphyrin derivative; its size, as shown by the val in the picture, is smaller 
than for the usaal rat of this age, but this is due to the general inadequacy of the Seott- 
Delor diet in supporting growth. The control is, however, slightly larger than’ (4) which 
received the dihydroporphyrin conferring most protection, (6) is the rat uasuccessfully 
‘*protected’’ by coprogen which exhibits the same dejection, fur ma‘ting and ‘‘spectacle- 


eye’’ as (1). 


shown in Figure I, which also illustrates the aspect of 
protected and unprotected animals receiving amino- 
pterin. Their photographs must be interpreted in light 
of the fact that weanling rats on the Scott-Delor diet 
stop growing during the second week because of iron 
deficiency, aside from aminopterin toxicity, but the 
chlorophyllin and isochlorin e,-receiving animals 
matched the controls. The abject attitude of “unpro- 
tected” members such as those receiving aminopterin 
alone, or aminopterin plus coprogen, the sprawling gait 


and “spectacle-eye” (porphyrin lacrymation) is also 
illustrated. 

That the chlorophyllin protection against aminop- 
terin toxicity extends to the hemopoietic system is 
shown by the final average hemoglobin concentration 
attained in all groups of the fifth series (Table III). 
Apparently, while ingesting cupri-isochlorin e,, the an- 
imals are able to utilize all iron available to them on 
the Scott-Delor diet because they are no more anemic 
than are the controls. The iron of ferri-chlorophyllin 
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TABLE III 


may be available for hemoglobin synthesis, consider- 


EFFECT OF VARIOUS DIHYDROPORPHYRINS ing the final average hemoglobin attained by these 


, oe 3 animals in view of their final average weight, which, 
AMINOPTERIN ANEMIA in this group, was highest of all—however, this point 
Hemoglobin Hemoglobin Final remains moot because the total iron (from chloro- 
Peroonteges Range Weight phyllin) intake in each animal could not have been 
Control (65-72) 49.1 more than 10 gammas per day. The same applies to the 
68.7 intrinsic iron content of coprogen where it appears to 
Aminopterin (49-58) . be distinctly unutilizable, the animals on this modality 
52.0 4 of 6 survivors having a lesser final hemoglobin value than the “unpro- 
Coprogen plus Aminopterin (42-46) tected animals. 
44 In Series 7, the Scott-Delor diet was supplemented 
: in all groups with 1 mg. per kilo of ferric chloride. An 
isochlorin e, containing free (‘ionized’) copper in 
plus Aminopterin All survived 
: addition to that chelated in the molecule, was compared 
60 
with the “101%” chlorophyll preparation and with 
Cu: an oil-Tween solution of a water insoluble dihydro- 
All: survived cupriporphyrin; the dicetyl ester of chlorophyllin. 
- Deterioration was marked in the group receiving 
Na Cu chlorin e, (57-63) . aminopterin within ten days; all chlorophyllins seemed 
plus Aminopterin All survived to exercise complete protection. The final hemoglo- 
59.5 bins in this series are given in Figure If under the 


Figure IT 
Aspects of selected animals in Series 7, in which the Scott-Delor diet was supplemented 


by 1 mg. per kilo of inorganie iron (as FeCl.) daily. Closer views are rendered to illustrate 
3 
(1) the cholinergic porphyrin lacrymation (‘‘speetacle-eye’’) and rhinorrhea in the ‘‘un- 
rotected’’ aminopterin recipient, (2) result of ‘‘protection’’ with cupri-isochlorin e : 
” 
3) with cuprichlorin e,. (4) Cetyl chlorophyllin gave maximum protection in this series i 
6 


as reflected by weight gain and hemoglobin values, which for the latter averaged 87 
decimillimolar as compared with the control hemoglobin of 86 decimill molar, The ‘‘un- 
protected’’ animals had an average hemoglobin of 78%. (Compare with hemoglobin values 
of iron non-supplemented animals in Table III.) Evidently iron supplementation relieves 
part of the deficiency, but not all inherent in the Seott-Delor diet, and inorganie iron 
supplementation is utilizable on this diet by both protected and unprotected aminopterin- 
receiving rats. 
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group aspects of these animals. Apparently, the ad- 
ditional iron was utilized, even during aminopterin ex- 
hibition, for hemoglobin synthesis. 


Discussion 


There are several modes by which the chlorophyllins 
could neutralize aminopterin effect. The most obvious 
of these is chemical incompatability—interaction of the 
constituents with mutual inactivation. However, mu- 
tual solutions showed no precipitation, and spectro- 
photometric examination of the mixture showed in- 
dividual retention of absorption bands. This does not 
preclude interaction in vivo, but the toxicity (Series 2 
and 3) of aminopterin dosage of 20 gammas daily, 
with molar equivalency of four times as much chloro- 
phyllin extant, renders this possibility remote. 


Chlorophyllin might be a physiologic antagonist to 
aminopterin, and in this connection, it must be recalled 
that all commercial chlorophyllins have some content 
of Chlorophyllin b, The latter is distinguished by a 
formyl radicle on pyrrol II]; whether it can act as a 
“formyl donor” to convert folic to folinic acid and thus 
circumvent the antifolic block remains undetermined. 
Formyl donors are known to permit this transforma- 
tion, but so apparently does aureomycin (Schwarz 
(14) ), which could not by any chemical orthodoxy re- 
act as a formyl donor. 


It is the efficacy of the tetracyclein antibiotics as 
antifol abrogators in vivo that gives suggestion as to 
the possible mode of operation of chlerophyllin in this 
connection. While the premise is disputed, such abro- 
gation has been observed and was forthcoming in the 
present study. Doses of terramycin of the magnitude 
used (2 mg. per kilo daily) along with a low protein, 
moderate carbohydrate diet, or a milk diet—will 
implant a gram-positive saccharolytic flora. In fact, 
a milk diet alone may do this, and observation in the 
present series suggests that rats on the milk diet, 
unprotected by chlorophyllin, had a better survival rate 
than those on purina chows and aminopterin similarly 
unprotected. On the other hand, a high protein diet, 
which usually installs an intestinal flora predominating 
in gram-negative proteolytics, accentuates aminopterin 
toxicity in rats (Sauberlich) (6). This problematic 
bearing of intestinal flora determinance of aminopterin 
toxicity has important clinical bearing as will develop, 
and it was as much for this reason as for any other that 
such a diet was elected for most series herein. 


For example, remissions of acute leukemia are much 
more frequent in hospitalized children than in adults. 
Milk is mandated as mealtime beverage for children; it 
is elective and seldom requested by adults. Milk, itself, 
may implant a lactobacillus and streptococcus lactis 
flora, and such implantation is an invariable accom- 
paniment of remission (Barnard and Fox) (15). 
Clinically, an odorless stool, devoid of putrefaction, is 
cognitative of this conversion. 


When exploration was made of the nature of stool 
deodorization by the metallodihydroporphyrins (chlo- 
rophyllins are routinely ingested by colostomy and 
ileostomy patients who desire to remain socially active ), 
it was found to be based, in part, on such an intestinal 
bacterial reversion. Even proteus, an almost obligate 
proteolytic, changes to a saccharolytic mode in the 
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presence of Chloresium, a therapeutic form of “Chloro- 
phyll” which is now subjected to biologic standardiza- 
tion on this basis (Goldman) (16). 


Recently, there has developed a remarkable set 
of parallelisms among a group of substances known 
as APF’s (“animal protein factors”), a term intro- 
duced to explain the superiority in feeds of certain 
farm and laboratory animals, of utilization for growth 
of certain animal protein over plant protein. Cobalamin 
(B,.) was once thought to be identical with this APF, 
and streptomyces residues were sold under this desig- 
nation and with an assigned B,, content. It is now evi- 
dent that the mycin antibiotic content of the residues 
was more determinant of animal growth and that APF 
is multiple. Streptomyces residues confer greater pro- 
tection against aminopterin toxicity in leukemic chil- 
dren than can be accounted for on the basis of folic 
and folinic acid contents, though both are present (7). 
However, the clinical introduction of streptomyces-res- 
idue APF’s for use in cachectic patients (15, 17), did 
crystallize a generalization that may have far reaching 
therapeutic consequences and actually serves to re- 
define the designation APF in terms of ‘“‘anabolism 
promotion factor(s). On this basis, APF’s have the 
following characteristics: They, 


(a) usually reverse aminopterin toxicity in at least 
one of the latter’s phases. 


(b) promote the growth of some domesticated non- 
ruminant animals. 


(c) cause reversion of the intestinal flora of non- 
ruminant mammals from a predominantly pro- 
teolytic to a saccharolytic mode. 


d) are growth factors for some (usually gram- 
positive) microorganisms, 


(e) may arrest or reverse cachectic trends in some 
humans with adaptation disease. 


The mycin antibiotics, 11-oxysteroids, folinic and 
folic acids and as yet uncharacterized substances in 
mammalian liver, intestinal mucosa and milk thereby 
qualify for classification as APF’s. It appears that cer- 
tain metallodihydroporphyrins do, likewise. 


SUMMARY 


Ingestion of 2 mg. per kilo per day of water-soluble 
cupri-chlorophyllins (Chloresium) protected weanling 
rats on a milk diet from aminopterin toxicity in each 
of seven experimental series. Gimilar protection was 
observed in one series of rats on a standard laboratory 
diet and in one series on laboratory diet supplemented 
with fresh greens. 


In a single screening series, some protection of 
aminopterin-poisoned rats on a milk diet was forth- 
coming from administration of terramycin at 2 mg. 
per kilo per day, from Renshaw’s mammalian intestinal 
mucosa extract and from the parenteral administration 
of human plasma cholinesterase. Coprogen did not pro- 
long survival under present experimental conditions. 


Availability of iron for hemoglobin synthesis from 
ferri-dihydroporphyrin ‘(ferri-chlorophyllin) where the 
iron is chelated, in aminopterin-poisoned weanling 
rats on a milk diet, was not demonstrated. 
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The mechanism of chlorophyllin abrogation of amin- 
opterin toxicity is analyzed. It is concluded that this 
does not result from chemical inactivation of amin- 
opterin in vitro or in vivo. It may act as a formyl 
donor. However, chlorophyllin may also act by rever- 
sion of the fecal flora of ingesting animals in the same 
way as do other APF substances (mycin antibiotics, 
1l-oxysteroids and unidentified factors found in strep- 
tomyces fermentation residues ). 


The findings are presented because of the serious 
toxicity limitations of folic-acids in neoplastic disease. 
While their clinical use is probably on the wane, as 
long as they are so used, any knowledge of their 
counteraction is of clinical interest. 


ADDENDUM 


During the course of screening tests on streptomyces 
residue fractions for aminopterin toxicity reversal, 
subsequent to submittal of the present report, a sample 
of purified sodium cupri-chlorophyllin a, prepared by 
M. Bb. Aasrud and F. J. Sevigne of Collett-Week 
Corporation, was made available to us through their 
generosity and incorporated in two series, one at a 
daily aminopterin intake of 12 gammas per rat and 
the other at 8 gammas per rat. The chlorophyllin a 
was administered orally in daily doses of .5 mgms, per 
kilo. 


Significant protection was afforded at both amino- 
pterin levels tested. Since chlorophyllin a is devoid of 
a formyl group, the possibility mentioned in the re- 
port that chlorophyllin acts exclusively in aminopterin 
toxicity reversal as a “formyl donor” is ruled out. 
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Kark, E.: The growth and nutritional state of 
Bantu girls in Durban, S. Africa. J. Med. Sci., 
1953, 18, 109-124. 


Feeding experiments on Bantu school girls in which 
some received a half pint of fresh milk daily and the 
controls an equivalent volume of syrup, failed to 
show any difference in height or weight. It was noted 
that both groups improved equally, and showed a less- 
ened absentee rate from classes. The main conclusion 
was that the added calories produced the improvement 
in both groups. 


FERNANDEZ Cruz, A.: Study of the influence on 
gastric secretion and evacuation of B and A vita- 
mins. Rev. Espan. Enf. Del Ap. Dig. Nutr., Vol. 
XII, No. 2, 115-139, March-April 1953. 


Twenty subjects were selected in order to ascertain 
the changes in the gastro-digestive function after ex- 
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periments in which they received a vitamin B, over- 
charge. The twenty patients were divided into two 
groups (ten to a group). The subjects in the first 
group had normal stomachs and no dyspeptic mani- 
festations whatsoever. They received 250 mg. of vita- 
min by endovenous route as a total overcharge dose. 
The vitamin was administered intravenously in daily 
doses of 25 mg. for ten days. The second group was 
made up of ten subjects, chosen on purpose, sufferin 
from dyspeptic disturbances in whom _ functiona 
chemism tests had revealed delayed evacuation of 
solid food and normal or quickened evacuation of 
fluids (dyskinesia). The subjects in this group receiv- 
ed a total dose of 300 mg. of vitamin B, administered 
intravenously in partial doses of 25 mg. given at 
equal intervals for a month. 


The comparison of the analyses carried out in gas- 
tric function tests under basal conditions and after ad- 
ministering the overcharge revealed that in the nor- 
mal subjects in the first group, vitamin B, gave origin 
to a decrease in the evacuation of fluids and to an in- 
crease in the evacuation of solids; the free acidity, 
total acidity, fotal chlorine, sthenia, chlorhydria, 
“acria” were decreased and the secretion rate per min- 
ute increased. In the patients in the second group the 
evacuation of fluids did not change much and _ the 
evacuation of solids was increased. As in the first group 
the free acidity, total acidity, total chlorine, sthenia and 
chlorhydria were decreased, and the secretion rate 
per minute was increased. The “acria” was slightly in- 
creased. 


Forty subjects were selected and subjected to an 
overcharge of 600,000 units of vitamin A administered 
in doses of 100,000 units at daily intervals for six 
days. Of the subjects in this group, twenty had no 
lesion or manifestation of any type of gastropathy 
whatsoever. Nor had they symptoms of dyspepsia. 
These received the overcharge by oral route, and the 
other twenty by parenteral route (intramuscular in- 
jections). Both groups were examined from the point 
of view of gastric functional chemism under basal 
conditions, 


Those who received the overcharge by oral route 
behaved in relation to their basal state and exhibited 
hypoevacuation of fluids and marked hypoevacuation 
of solids. The free acidity, total acidity, total chlorine, 
sthenia and chlorhydria were remarkably decreased. 
The secretion rate per minute was slightly increased 
and the “acria” was slightly increased. 


Those who received the overcharge of vitamin A by 
parenteral route exhibited subnormal evacuation of 
fluids and solids while the free acidity, total acidity, 
total chlorine and chlorhydria were decreased. The 
secretion rate was remarkably increased and the “acria” 
was slightly increased. The sthenia was decreased in 
55% of cases. Taking all cases together, however, it 
was slightly increased. 

In the two groups the type of response to over- 
charge is identified in relation to free acidity, total 
acidity, total chlorine and chlorhydria, which are de- 
creased, and to secretion rate, which is increased in 
the forty cases. 


As regards motility in relation to overcharge, the 
oral route gives rise to slight retention of fluids and 


marked retention of solids. In administration by paren- 
teral route a slight hyperevacuation of both is noticed. 


Wituiams, R. R.: The world beriberi problem 
today. J. Clin. Nutrition, 1, 7, Nov.-Dec. 1953, 
513-516. 


In the U.S.A. beriberi is rare today, even among 
alcoholics, largely because of the enrichment of bread 
with thiamine. It is possible that some very mild sub- 
clinical forms of beriberi exist among us. In the rice- 
eating areas of East and Southeast Asia, however, the 
disease still is present, although these countries do not 
keep morbidity statistics. Millions live for years in a 
partially deficient state of thiamine, as the disease in 
adults is not usually acute or highly fatal. Probably 
10 percent of rice-eating Asia could be shown to ex- 
hibit mild symptoms of beriberi. In infants, the untreat- 
ed disease is rapidly fatal. The preferred modes of 
preventive procedure are use of (1) undermilled rice, 
(2) parboiled rice or (3) fortified rice. The cost of 
fortifying rice is expensive. Beriberi in Bataan dropped 
to unprecedented low levels as the result of forti- 
fication of rice. 


Sure, B.: A low-cost, high protein, low calorie 
food. J. Clin. Nutrition, 1, 7, Nov.-Dec. 1953, 534- 
538. 


Sure describes a low-cost, high protein, low calorie 
food, containing defatted soya flour, dry nonfat milk 
solids, whole wheat and vegetable shortening, supple- 
mented with minerals and vitamins. The protein con- 
tent is 7 percent and its calorie value is 750 calories per 
pound, or about half that of hamburger meat. It has 
had excellent acceptance as a meat extender and meat 
substitute in over 10,000 test meals among students 
of all ages and should prove useful in a number of 
situations. When it is finally placed on the market, it 
will sell from 14 to 20 cents a pound. 


MinpruM, G. M.: The use of fat supplements in 
the nutrition of critically ill patients. J. Clin, Nu- 
trition, 1, 7, Nov.-Dec. 1953, 503-512. 


Supplemental calories were given in the form of 
fat emulsions to nine critically ill patients who ex- 
hibited evidence of protein depletion. In all nine cases, 
marked improvement occurred as shown by sense of 
well-being, weight-gain, increased resistance to in- 
fection, and accelerated rate of wound healing. The 
importance of adequate caloric intake is stressed in 
the treatment of acute and chronic illness. The fat sup- 
plements were given by mouth or stomach tube, and 
contained up to 50 percent by volume of peanut, cocoa- 
nut or salad oil; 10 to 15 percent by weight of sucrose ; 
2 percent by volume of Sorlate (emulsifying agent) ; 
a flavor such as vanilla, peppermint, chocolate or cof- 
fee; up to 23 percent by weight of powdered skim 
milk and water to make up to 100 ml. 


McVay, L. V., Sprunt, D. H., Stern, T. N., 
Tatum, F. F. anp Lipscoms, A.: Antibiotic 
prevention of intercurrent infections in diabetes 
mellitus. Ann. Int. Med., 40, 2, Feb. 1954, 269- 
284. 


Since control of infection in diabetes is essential for 
good prognosis, prolonged antibiotic prophylaxis seem- 
ed warranted. Ninety-four patients with the disease 
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received 500 mg. of aureomycin daily for an average 
of 19.5 months. 95 similar cases received an identical 
placebo compound and were followed as controls. In 
the antibiotic group, a definite reduction in urinary 
and respiratory infections was observed. These patients 


THE DIAGNOSIS OF PERNICIOUS ANEMIA 


In the untreated patient, the diagnosis of perni- 
cious anemia is not always difficult. In fact, on clini- 
cal grounds alone, a well-developed case can usually 
be diagnosed by the history of weakness, glove-and- 
stocking paresthesiae, sore tongue and the actual find- 
ing of glossitis, lemon-tinted pallor, and loss of vi- 
bration sense in the legs especially. The blood count, 
the blood smear, and the gastric analysis will then, in 
most instances, clinch the diagnosis. It is true of course 
that in some cases resembling pernicious anemia, bone 
marrow puncture will be required. 

Perhaps the greatest difficulty today is the patient 
who has been under treatment for a macrocytic anemia 
by liver extract or vitamin B,, but who is not doing 
well. As a rule these medicaments will abolish the 
macrocytic character of the blood smear in a few weeks, 


THe Dynamics oF VirUS AND RICKETTSIAL 
Inrections. Frank W. Hartman, M.D., Frank 
L. Horsfall, Jr., M.D. and John G. Kidd, M.D., 
(Editors). The Blakiston Company, Inc., New 
York, $7.50. 


While this is one of the most interesting books I 
have ever tried to read, it is, without question, the 
most difficult to review, for the simple reason that I 
am not a virologist. Nevertheless, one is amazed at 
the intricacies of modern studies of viruses, as well as 
the obvious complexity of these tiny living creatures 
and their habits. The volume is recommended particu- 
larly for the bacteriologists and virologists but is also 
recommended (as difficult reading) for those physi- 
cians who desire to gain at least a bird’s-eye view of 
a vast new science which promises to play an increas- 
ingly important role in human disease. 


Psycuosomatic Case Boox. Roy R. Grinker, 
M.D. and Fred P. Robbins, M.D. The Blakiston 
Co., Inc., New York, 1954, $6.50. 


There is something very refreshing about this book 
because, instead of attempting an impossible synthesis 
of psyche and soma, the authors merely show, by case 
histories, how an understanding of the thoughts of 
the patient assist the physician in treating disease. 
Although the text is filled with psychiatric terms, 
which seldom register with the average medical read- 
er, this is apparently unavoidable. Furthermore, the 
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also seemed to be in better health. Toxic manifesta- 
tions were minimal. Additional studies concerning the 
development of bacterial resistance are necessary, but 
it appears that the prolonged use of aureomycin is of 
value in the management of diabetes. 


but the patient may still present an obdurate normo- 
cytic anemia with weakness. The problem as to whether 
or not such a patient is an instance of achrestic anemia, 
or whether the patient has pernicious anemia at all 
naturally arises. 


Until recently, no very useful means of diagnosing 
pernicious anemia in a treated patient existed. How- 
ever, the work of Heinle, et al. has given us such a 
means. These workers found that by using radioactive 
cobalt-labelled vitamin B,. by the mouth in 0.5 micro- 
gram dosage in persons with P. A. (whether treated or 
not) there was an excretion of 70 to 95 percent of 
the dose in the feces. The simultaneous administration 
of gastric juice or hog stomach reduced the excre- 
tion to 5 to 30 percent. This new means of detect- 
ing the presence or absence of the intrinsic factor will 
prove of inestimable value in doubtful cases. 


Freudian influence is obvious in the handling of men- 
tal conditions, and even today many of us cannot sub- 
scribe to Freudian theory, partly because we cannot 
understand it, and partly because we have become 
weary of it. Nevertheless, the book is very valuable. It 
emphasizes that psychosomatic medicine is not a spe- 
cialty but a wide-angle approach to the understanding 
and treatment of disease. The mental accompaniments 
of almost all diseases are very interesting and impor- 
tant, especially if we are to understand the patient and 
help him. 


THe MeEcHANISM OF INFLAMMATION (AN IN- 
TERNATIONAL Symposium). G. Jasmin, M.D. 
and A. Ropert, M.D. Acta Inc., Medical Pub- 
lishers, Montreal, Canada. $8.50. 


On the occasion of the XIX International Physio- 
logical Congress, held in Montreal, August 31 to Sept. 
4, 1953, a round-table discussion was held among an 
international group comprising some of the most out- 
standing authorities in the field of inflammation. The 
formal papers (with many illustrations), as well as 
the entire informal discussions, as registered by wire- 
recorder, are presented here in the form of a mono- 
graph, so that the volume represents a synopsis of 
the best contemporary opinion concerning inflammation. 
There is detectable a serious divergence of opinion 
among these specialists, particularly as to the role of 
histamine and the blood vessels. Definitions of in- 
flammation show considerable variation. After all, it 
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is the basic, simplest (7) matters in medicine about 
which we know the least. The book has some impor- 
tant discussions, particularly for the pathologist. 


Uccerative Couitis anp Its SurGICAL TREAT- 
MENT. Bryan N. Brooke, Williams & Wilkins Co., 
Baltimore 2, Md. $7.50. 


Brooke has written a magnificently-illustrated and 
very thoughtful volume on ulcerative colitis, noteworthy 
for its attention to complications, to diagnosis and 
to the surgical treatment of the disease. Everyone may 
profit from reading it, although it will be of greatest 
assistance to the surgeon. It can be unreservedly rec- 
ommended. 


Tuirp ANNUAL Report on Stress. Hans Selye 
and Alexander Horava. Acta, Inc., Medical Pub- 
lishers, Montreal, Canada. $10.00. 


With characteristic thoroughness and brevity, Selye 
has completed his third annual review of the subject 
of Stress. The book contains 6,000 recent references. 


Burnarp, E. D.: Congenital pancreatic fibrosis. 
(Report of survival in a young adult). New Zea- 
land Med. Journal, LIT, 291, Oct. 1953, 395-397. 


Burnard reports the case of a man of 23 surviving 
in spite of congenital pancreatic fibrosis. This is the 
longest survival that has yet been reported in the 
literature. He attributes some of the success in treat- 
ment to the use of streptomvcin and penicillin. These, 
combined with a high protein, moderate fat diet, im- 
proved the stools as well as the cough. Up to 1951 
the oldest reported survival was a boy of 17 (Pugsley 
and Snence, 1949). Burnard did not use pancreatin, 
but thinks that hydrolysed protein should be used be- 
cause of the tendency to fatty liver, as seen at necropsy. 


Buencer, R. E.: Volvulus of the splenic flexure 
of the colon. Am. J]. Roentgen., Rad. Ther. and 
Nuclear Med., 71, 1, Jan. 1954, 81-83. 


Buenger describes for the first time in medical 
literature the x-rav diagnosis of volvulus of the splenic 
colon in 2 cases. both women. In one, pain was the 
chief symptom. In the other, bleeding was the symp- 
tom, but it was found due to hemorrhoids, the volvulus 
being found on routine barium enema. It is note- 
worthy that a barium enema may serve to correct the 
volvulus temporarily, so that it is advisable to take a 
24 hour film also. 


Brown, C. T.: Tobacco addiction: a suggestion 
as to its remedy. Texas State J. M., 50, 1, Jan. 
1954, 35-36. 


Tobacco affects, among other things, peptic ulcers. 
To break the habit, Brown suggests that the hours in 
which smoking may be done, be reduced one hour 
each day, so that after 2 or 3 weeks, there is no hour 
for smoking. He shows why such a method is likely 
to be successful. It is a gradual withdrawal system. 
The smoker is permitted to smoke all he wants in 
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Some new problems are described. Generally speaking, 
the chief value of the book is its references and the 
fact that it serves to keep a very important topic be- 
fore the medical world and science in general. 


Mepicat Procress (1954). A Review or Mep- 
ApvaAnces DurinG 1953. Morris Fishbein, 
M.D. The Blakiston Company, Inc., New York. 
$5.00. 


Assisted by a brilliant array of contributors, Fish- 
bein has produced the most informative and concise 
“year-book” type of volume that the reviewer has 
come upon either here or in Europe. All subjects of 
clinical interest are dealt with, each by an authority. 
There is no “padding.” The narrative is straight-for- 
ward and brief and relates only to what may be con- 
sidered an advance. It is by no means a_ year-book 
in the sense of a compendium of work done. It rather 
is a critical appraisal of the most valuable work ac- 
complished in 1953. It is a volume, the study of which 
may bring the reader sharply up to date in the whole 
field of clinical medicine and surgery. 


smoking hours. If he ordinarily begins smoking at 
6 A. M., then the first day he should begin at 7 A. M., 
etc. Brown says that even where relapses occur, the 
plan can be used again and again until success finally 
is achieved. He also touches on the depth psychology 
of smoking. 

Saint, E. G. anp WeIDEN, S.: Studies on pan- 

creatitis. Brit. Med. J., Dec. 19, 1953, 1335-1340. 


The authors approach pancreatitis from the etio- 
logical angle and differentiate the following types, 
(1) traumatic pancreatitis following surgery of the 
stomach and duodenum, (2) virus pancreatitis, com- 
plicating mumps and possibly infectious hepatitis, 
(3) reflux pancreatitis, complicating gallstones and 
following cholecystectomy, (4) chronic nutritional 
pancreatitis, or “chronic relapsing pancreatitis” occur- 
ring in malnourished alcoholic subjects, (5) metabolic 
pancreatitis, complicating hyperlipemia and hyper- 
cholesterslemia. 

In acute pancreatic necros’s, good results were ob- 
tained with conservative treatment—continuous aspira- 
tion, electrolyte replacement and the use of antibiotics. 
Chronic relapsing pancreatitis shows recurrent attacks 
of pancreatic edema and necrosis causing exquisite 
pain, with ultimate destruction of the gland and re- 
placement by fibrous tissue with wasting, steatorrhea 
and diabetes. Pancreatic calcification, seen in scout 
films, often gives a lead. Cholecystectomy is absolutely 
contra-indicated unless stones are present. When severe 
unremitting pain becomes a feature in advanced cases, 
a choice must be made between sympathectomy and 
pancreatico-duodenectomy. 

James, P. M. C. anp Parritt, G. J.: Local effects 
of certain medicaments on the teeth. Brit. Med. J., 
Dec. 5, 1953, 1252-1253. 


The authors show clinically and experimentally that 
the continuous use of acid or syrupy medicines, es- 
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pecially iron tonics, have a destructive influence on the 
enamel and eventually upon the entire tooth. 


WarreEN, S. AND Sommers, S. C.: Pathology of 
regional ileitis and ulcerative colitis. J. A. M. A., 
154, 3, Jan. 16, 1954, 189-193. 


Regional ileitis and nonspecific ulcerative colitis are 
morphologically indistinguishable and they rarely co- 
exist. In regional ileitis through a progressive scleros- 
ing granulomatous lymphangitis, an edematous elephan- 
tiasic cicatrization of the entire intestinal wall, mesen- 
tery, and regional lymph nodes is produced. Ulcerative 
colitis is generally an exudative inflammatory condi- 
tion mostly restricted in the colon to the mucosa and 
submucosa. It may be of indeterminate origin, or may 
arise by the submucosal coalescence of mucosal crypt 
abscesses or after intestinal infarction caused by ne- 
crotizing vasculitis. The involvement of many body 
systems suggests that ulcerative colitis may be a disease 
of the whole body. The etiological influences of disturb- 
ed lipid absorption in regional ileitis and proteolysis in 
ulcerative colitis are suggested as worthy of further 
investigation. 


Wattace, A. S.: Epidemic gastroenteritis. New 
Zealand Med. J., LIT, 291, Oct. 1953, 402-404. 


Thirty-five cases of epidemic gastroenteritis in pa- 
tients of all ages are described. The etiology, in spite 
of full laboratory investigations, usually remains un- 
known. Salmonella typhi murium was isolated from 
6 cases. Some of the cases may have been due to organ- 
isms of the dysentery group, although there was no 
evidence to support this supposition. Viruses or path- 
ogenic strains of ordinarily harmless organisms also 
were considered. In children, large seeding with 
Salmonella may not be necessary to produce symp- 
toms. The disease seemed to spread from case to case. 


Wacker, J. H.: The role of x-ray diagnosis in 
the management of massive gastro-intestinal 
hemorrhage. Bull. Mason Clin., 7, 4, Dec. 1953, 
122-123. 


Examination of the stomach and duodenum early 
after bleeding, as now developed, is an accepted pro- 
cedure. The only contra-indication is shock or pre- 
vious knowledge of the bleeding source, such as an 
old chronic duodenal ulcer or esophageal varices. 
Schatzki’s method is used. The patient lying supine 
is tilted to the left and a few swallows of barium 
given, by means of which the esophagus can be seen, 
also the posterior gastric wall. Hiatus hernia can be 
seen by using the Trendelenburg incline. Rolling the 
patient gently from side to side usually gives a view 
of the stomach and duodenum, The Hampton maneuver 
may be used—rotating patient to the left so that air 
may enter the duodenum and give a double contrast 
effect in the bulb. Palpation is kept at a minimum 
and no compression used. However, failure to find 
the bleeding source is common. 


Aytett, S. O.: Conservative surgery in the treat- 
ment of ulcerative colitis. Brit. Med. J., Dee. 
19, 1953, 1348-51. 


The preservation of the rectum and of the normal 
channel of evacuation is advocated in those cases of ul- 
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cerative colitis in which fibrosis, pelvi-rectal suppura- 
tion, or true adenoma formation are absent from this 
part of the large bowel. The ileum is divided and its 
proximal end is anastomosed to the pelvi-rectal region. 
The colon above the site of anastomosis is cut across 
and both free ends are exteriorized. The distal colos- 
tomy opening subsequently is closed and colectomy 
performed. Immediate subtotal colectomy is recom- 
mended as the method of choice in fulminating cases. 
Good results have followed the author's method. 


GALLoway, W. H.: Appendicitis in the course 
of measles. Brit. Med. J., Dec. 26, 1953, 1412-1414. 


The author describes 7 cases of appendicitis occur- 
ring in the course of measles, with one death. During 
the prodromal stage of measles, there is an intense 
lymphoid reaction with the presence of multinucleated 
cells and a type of giant cell, and these findings are 
pathognomonic of measles in the prodromal stage. Dur- 
ing the course of measles, symptoms of acute appen- 
dicitis warrant immediate operation. 


Biack, K. O., Corsett, R. S., Hosrorp, J. P. 
AND TURNER, J. W. A.: Spontaneous hyperin- 
sulinism due to islet-cell adenoma. Brit. Med. J., 
Jan. 9, 1954, 55-60. 


Three cases of spontaneous hyperinsulinism due to 
islet-cell adenomas are described. The removal of the 
adenomas in each resulted in relief of symptoms, 
whereas a resection of three-quarters of the pancreas in 
one patient had caused only temporary improvement. 
Permanent neurological damage may occur in a pro- 
longed hypoglycemic attack. The crucial diagnostic 
test is a period of fasting of up to 24 hours. In at- 
tacks produced in this way, Whipple's diagnostic triad 
is fulfilled, which is not invariably true in spontaneous 
attacks. (Whipple’s triad—(1) attacks of nervousness 
or gastrointestinal upset during fasting; (2) a blood 
sugar below 50 mg. during attacks of hypoglycemia ; 
(3) immediate relief of symptoms by the ingestion of 
glucose ). 


Doutuwaite, A. H. anp THorne, M. G.: Fur- 
ther studies on the reduction of gastric acidity. 
Brit. Med. J., Jan. 23, 1954, 183. 


The antacid effect of alkaline tablets on 12 patients 
with chronic peptic ulcer has been studied and com- 
pared with that of dummy tablets containing no anta- 
cid. The patients were ambulant and on full meals, In 
every case the degree of neutralization was consider- 
able, in marked contrast with the lack of effect of 
the control tablets. The degree of neutralization re- 
quired for therapeutic effect is considered the pH 
of plasma, namely 7.4, was easily obtained and seemed 
to do no harm. The tablets contained whole-milk 
solids plus magnesium trisilicate, magnesium oxide, 
calcium carbonate and magnesium carbonate, flavored 
with peppermint. The tablets were sucked constantly. 
As many as 15 per day may be used. (In England they 
are sold under the trade-name of “nulacin.” They are 
similar to Parluguan Tablets made in the U. S. by 
Panray Corp., New York). 


Boiker, N.: Partial gastric volvulus. Northwest 
Med., 53, 1, Jan. 1954, 30-31. 

Four cases of partial gastric volvulus are described 

in which, while in the upright position, the greater 
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curvature of the stomach rotated to the position oc- 
cupied normally by the lesser curvature. The volvulus 
was easily reduced by placing the patients in the hori- 
zontal supine position, but this did not relieve their 
pain. The pain seemed to be associated with gas in 
the transverse colon, and anginal pain occurred in 2 
cases, which may have been on the basis of the splenic 
flexure syndrome, Gas in the colon may have caused 
the partial volvulus. 


Jounston, J. H.: The mucocele of the appendix. 
Brit. Med. J., Jan. 16, 1954, 135-136. 


Mucocele of the appendix is rare. It occurred in 0.3 
percent of appendectomies at the Mayo Clinic over a 
24 year period. Two cases are described. In one case 
no symptoms referable to the appendix were present, 
although the appendix was 6% inches long and 7% 
inches in circumference. It contained a jelly-like mass 
and was constricted at the base. In the other case a 
mucocele of the appendix had become infected, and 
later on this patient developed a multilocular cyst of the 
left ovary which had exudated a large amount of mu- 
coid substances into the peritoneum. A mucocele is 
likely to develop in an appendix provided it is con- 
stricted at the base and that its contents are sterile. 


Lauri, S. C.: Action of desoxycorticosterone 
on gastric secretion. J Indian Med. Assn., XXIII, 
4, Jan. 1954, 142-147, 


Desoxycorticosterone was found to diminish appre- 
ciably the quantity of the gastric secretory fluid, along 
with quantitative reduction of the total gastric chloride, 
also an increase in plasma chloride in the majority 
of persons. The steroid thus affected the output of 
water and chlorides by the stomach and kidneys, 
similarly. Variations were produced in the concen- 
tration of HCl, in some an increase, in others a de- 
crease. The acid variations were related to similar 
variations of gastric chloride concentration, These 
facts point to the possibility of D.C.A., or, more broad- 
ly speaking, of the suprarenal cortex mineralocorti- 
coids having an important controlling influence on 
the secretions of water and chloride of the gastric 
juice. 

Govon!, A., BrartsrorD, J. F. anp Muck tow, 
E. H.: The use of hydrogen peroxide for the 
elimination of gas from the intestwe durin 
roentgenography of the abdominal viscera. Am. f 
Roentgen., Rad. Ther. and Nuclear Med., 71, 2, 
Feb. 1954, 235-238. 


10 cc. of hydrogen peroxide per liter of water is 
a good cleansing enema to get rid of gas. As little as 
25 drops of comin peroxide to each pint of water 
seems to work just as well. It is valuable before KUB 
films. When the peroxide is added to a barium enema, 
excellent results are obtained, with a good mucosal 
pattern in which small localized irregularities can be 
detected. 


LayBourne, P. C.: Psychogenic vomiting in chil- 
dren. Am. J. Dis. Child., 86, 6, Dec. 1953, 726-732. 


Before verbal communication is possible between 
mother and child, a definite empathy exists. Vomiting 
is one of the few ways in which an infant can express 
emotion. In cases of vomiting where no organic rea- 
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son can be found, it is important to assess the empathic 
relationship to the mother, particularly the mother’s 
emotional attitudes. Several cases are described in 
which hostility, nervousness or early delusional psycho- 
sis was the basis of vomiting. Strangely enough, very 
little attention has been paid to this subject in the 
medical literature. 


Crookston, R. M.: An unusually elusive ap- 
pendix. Med. J. Australia, Oct. 31, 1953, 676. 


The author operated on a case with symptoms 
characteristic of acute appendicitis except that no 
rigidity was present over the right iliac fossa. How- 
ever, per rectum, a tender mass was felt on the right 
side. On opening the abdomen, no appendix could be 
found. Finally it, along with the cecum and a portion 
of ileum, was located retroperitoneally. It was acutely 
inflamed and successfully removed. Crookston surmis- 
es that a retroperitoneal position of the appendix may 
be one of the reasons for the occasional failure to find 
the appendix. 


Brown, C. H.: Diseases of intestinal absorption 
—idiopathic steatorrhea. Amer. Pract. & Dig. 
Treat., 5, 1, Jan. 1954, 1-7. 


Nontropical sprue does not respond to folic acid as 
does tropical sprue. In idiopathic steatorrhea there is 
faulty absorption of fat, but the reason for such faulty 
absorption is unknown in the idiopathic cases. It is 
easier to understand in such “secondary” conditions 
as postgastrectomy syndrome, gastrocolic and jejuno- 
colic fistula, mesenteric lymph node disease, extensive 
neoplasm of the small bowel, intestinal lipodystrophy, 
regional ileitis or in any prolonged dysentery. ACTH 
and cortisone are the only known agents which im- 
prove fat absorption in idiopathic steatorrhea. How- 
ever, the ordinary treatment consists in fat reduction, 
and the administration of liver extract, folic acid, cal- 
cium vitamin B-Complex, vitamins A and D and K. 
Testosterone sometimes helps by its anabolic influence. 
There is some evidence that a gluten-free diet is bene- 
ficial. 


SHapiro, I. AND TREININ, N.: Benign paroxys- 
peritonitis. Dapim Refuiim, XII, 4, Dec. 1953, 


A case is reported of recurring acute peritonitis in 
a man of 30, in whom the attacks, with high fever and 
chills, lasted only from 2 to 4 days, without leuko- 
cytosis. He had previously had a normal appendix re- 
moved. In some cases polyarthritis accompanies the 
disease with marked joint swelling. Renal failure is a 
common complication. The authors refer to it as 
“Periodic disease,” but offer no suggestions as to its 
cause or pathology. 


Hoerr, S. O. Crite, G.: Which operation 
for chronic duodenal ulcer? Cleveland Clin. Quart., 
21, 1, Jan. 1954, 3-5. 


In the light of available data, it appears that the 
operation to be used in most patients requiring surgery 
for chronic duodenal ulcer is vagotomy with hemigas- 
trectomy. This procedure combines the greatest chance 
of curing the ulcer with the least possibility of pro- 
ducing disabling symptoms or nutritional disturbances. 
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When the performance of any type of gastric resection, 
whether extensive or limited, is going to increase the 
risk to the patient’s life, a vagotomy with gastroen- 
terostomy may be done with less hazard and with a 
high probability of cure. With radical gastric resection 
(removal of three-fourths or more of the stomach), 
the mortality rate is apt to exceed 2 percent. 


Popotsky, E.: The treatment of migraine. Cal- 
cutta Med. J., 50, 10, Oct. 1953, 392-4. 


While greatest emphasis in the treatment of migraine 
is placed on ergotamine tartrate, the author states that 
neostigmine bromide has a preventive effect,—he dis- 
solves a 15 mg. tablet in one ounce of water and has 
the patient begin with one drop t.id., gradually in- 
creasing the drops to 10 t.id. After continuing this 
for a week, he drops to a biweekly dose of 10 drops. 
Podolsky also devotes some attention to the role of 
psychotherapy in treatment. He says most of the suf- 
ferers show subconscious hostility, which is helped by 
ventilation. 


Vom Eicen, P. R.: Charcot’s intermittent fever 
of two years’ duration due to carcinoma of the 
ampulla of Vater. Ann. Int. Med., 40, 1, Jan. 
1954, 171-175. 


The hepatic intermittent fever of Charcot is due to 
recurrent biliary obstruction with secondary infec- 
tion and is characterized by recurrent attacks of chills, 
fever and sweats. Such a case is presented. Clinical 
jaundice never appeared and abdominal pain was of 
mild degree and appeared late in the course. Metastases 
from cancer of Vater’s ampulla occur late, so that a 
good result should follow early operation. The present 
case recovered following removal of the malignant am- 
pulla and re-implantment of the common and pancreatic 
ducts into the duodenum. 


ALMADEN, P. J. anv Ross, S. W.: Jaundice 
due to methyl testosterone therapy. Ann. Int. 
Med., 40, 1, Jan. 1954, 146-152. 


A case of jaundice following the administration of 
methyl testosterone is reported, the 19th such case to 
be reported in the medical literature. In spite of a se- 
vere and progressive jaundice, the usual tests for 
hepatocellular damage were negative and complete re- 
covery followed cessation of the drug. Stasis in the 
bile capillaries with no obstruction of the larger bile 
ducts was the pathological finding by biopsy. The 
most acceptable theory of the cause of this jaundice 
is that the bile becomes too thick to flow through the 
canaliculi. 


Rotu, H. P. Lirsowitz, D.: Pyloric ob- 
struction in peptic ulcer. Ann. Int. Med., 40, 1, 
Jan. 1954, 11-25. 


Of 8&3 patients with peptic ulcer and gastric reten- 
tion, treated medically, 44 responded initially but later 
retention had recurred in 16 of them. The patients 
with organic obstruction who required surgery were 
characteristically older, had a longer history of ulcer, 
had more complications, had vomited for a longer 
time and more regularly, had vomited larger quantities 
and had often vomited retained food. In 50 patients, 
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operated on for gastric retention, 38 had definite nar- 
rowing in either the duodenum or pylorus. Active 
ulcers were present in half the cases despite previous 
medical treatment. Obstruction was often due to the 
effect of an active ulcer in a duodenum and _ pylorus 
already narrowed by previous scarring. 


E. L., Vetat, C. A. ANp Custer, R. P.: 
On the diagnosis of malignant lymphoma of the 
gastrointestinal tract. Ann, Int. Med., 40, 1, 
Jan., 1954, 57-74. 


During a 5 year period in a medium sized hospital 
(Presbyterian, Philadelphia), an exceptionally large 
number of malignant lymphomas were identified in op- 
erative specimens from the gastrointestinal tract, rep- 
resenting 2) percent of all malignant tumors removed 
from the stomach and nearly half of those from the 
small gut. Lymphomas of the colon were comparative- 
ly low in incidence. Diagnosis prior to operation is dif- 
ficult, but a tumor of the stomach without anemia or 
much loss of weight should make one think of lympho- 
ma. 


Ouiver Pascuat, E. Sanz-[panez, Munoz 
Cacero, A. and Exeizecui, J.: Megaloblastic 
anemia resulting from blind loop in Crohn dis- 
ease with gastric disease and multiple perforation. 
Rey. Espan. Enf. Del Ap. Dig. Nutr., Vol. XII, 3, 
219-231, 1953. 


Herein is described a case of diffuse granulomatous 
jejuno-ileitis of the Crohn type lesions of ulcerated and 
perforated pylorus gastritis and ileitis which gave rise 
to the formation of a blind loop with megaloblastic 
anemia. 

The perforated and ulcerated lesions of the jejuno- 
ileitis evolved with a practically complete clinical 
silence; on the other hand the perforation of the duo- 
denal pylorus ulceration gave off a typical syndrome, 
Only the formation of a blind ileum loop gave rise 
after a considerable time to a megaloblastic-haemo- 
lytic and hyperchlorhydric anemia, though in a latter 
phase there appeared an initial syndrome of intestinal 
sub-occlusion. 

In this case an intense dys-bacteriosis of the intes- 
tinal Coli was found accompanied by the singular dis- 
covery of a bacteriophage coli-virus of the type T,. The 
possible pathogeny of the lesions in special relation to 
the megaloblastic anemia is also discussed. 


Garcia Moran, J.: The intestinal obstruction as 
complication of appendicitis. Rev. Espan. Enf. Del 
Ap. Dig. Nutr., Vol. XII, No. 4, July-Aug. 1953. 


Based on some personal observations, the problems 
of the intestinal obstruction related to appendicitis are 
reviewed. First, the obstructions appearing during the 
appendicitis colic are considered, as well as its char- 
acter; the mechanisms of its development (paralytic, 
by invagination and by compression of plastrons and 
abscesses) and the means to prevent and treat them 
are reviewed (early operations, derivations, drainages ). 
Afterwards, the obstructions appearing in the patients 
submitted to appendectomy are mentioned, and many 
drainages done in these instances are disapproved. 
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ARALEN AND ATABRINE 
CLEAR LIGHT-SENSITIVE 
ERUPTIONS 


Biloxi, Miss.—Various light-sen- 
sitive eruptions continuing as long 
as 20 years in some cases were com- 
pletely cleared, or patients showed 
dramatic improvement, after treat- 
ment with the antimalarial drugs 
Aralen or Atabrine, according to a 
report in the Journal of Investiga- 
tive Dermatology (22:11, 1954). 
Both drugs are produced by Win- 
throp-Stearns Inc. 

“The results of the use of these 
drugs have been very encouraging, 
with no failures as yet,” state Drs. 
John M. Knox, John H. Lamb, 
Bedford Shelmire and Robert J. 
Morgan. The study was conducted 
at Keesler Air Force Base here. 

Observing that Aralen may be 
the drug of choice in light-sensitive 
dermatitis and lupus erythematosus, 
they single out one of the 18 cases 
treated with Atabrine for special 
mention. The patient had been on 
continuous hormone therapy, plus 
application of light-screening 
ointment, for 19 months for severe 
plaque-like eruptions. While this 
regimen produced only 30 per 
cent improvement, there was 90 
per cent clearing with Atabrine in a 
period of five months. 

The authors state that previous 
methods of treatment, although 
often beneficial, were relatively un- 
satisfactory. Many patients became 
discouraged because of the expense 
of treatment and slowness of im- 
provement, they write. 

“Response to Aralen or Atabrine 
was quicker and successful in a 
higher percentage of cases,” and no 
reactions were noted in the study, 
according to the article. 


HONEY AS ANTI-STIFFNESS 
FACTOR SOURCE 


Honey right from the comb con- 
tains an unknown chemical com- 
pound which can eliminate stiffness 
in joints of guinea pigs. 

This research finding was report- 
ed at the Federation of American 
Societies for Experimental Biology 
in Atlantic City, N. J., by Miss 
Julia Church, one of the Oregon 
State college scientists who has 


worked on guinea pig nutrition. 
Honey which had not been heat- 

ed commercially and wax from the 

honey comb was found to relieve 


wrist stiffness which develops in 
guinea pigs on a faulty diet. This 
type of joint stiffness in guinea pigs 
resembles arthritis in man. 

As in arthritic patients, the guin- 
ea pigs lacking this unknown “x” 
vitamin in unheated honey suffer 
from irregular bone formations. 
And some movable bones become 
immovable. This “x” vitamin is 
known as the anti-stiffness factor. 

Moderate cases of stiffness, the 
researchers found, were cured with- 
in a week with daily doses of one- 
half gram of honey or wax. More 
severe cases of wrist stiffness were 
improved within a week’s trial. 

Another group of animals on a 
diet lacking “x” vitamin was fed 
honey which had been boiled 30 
minutes. Wrists of these guinea pigs 
were slightly to severely stiff at the 
end of the treatment, Miss Church 
said. 

Miss Church was a zoology grad- 
uate student at OSC last year. She 
is now taking special public health 
courses at the University of Cali- 
fornia. 

Dr. Rosalind Wulzen, OSC emer- 
itus professor of physiology, and 
Dr. Alice M. Bahrs, now a Cor- 
vallis physician, started this anti- 
stiffness study some 15 years ago. 
Dr. Hugo Krueger, OSC physiol- 
ogy professor, is active in the study. 

Funds for this research have 
been provided by the Oregon Med- 
ical Research foundation, the Ar- 
thritis and Rheumatism foundation, 
Armour and company, and the OSC 
graduate council. 


FATTY FOODS 

The prevalence among North 
Americans of heart disease caused 
by changes of the walls of the ar- 
teries (atherosclerosis) may be due 
at least in part to the large amount 
of fatty foods in the diets of people 
in the United States, a Harvard 
School of Public Health scientist 
reported recently. 

In a paper presented before the 
annual meeting of the Federation 
of American Societies for Experi- 
mental Biology, Dr. George V. 
Mann, Assistant Professor of Nu- 
trition at the Harvard School of 
Public Health, noted that of the 
2500 to 3000 calories consumed 
daily by the average North Ameri- 
can, 30 to 40 percent are derived 
from fat. 


Among Central American peo- 
ples, “only 6 to 14 percent of daily 
caloric intake of 2000 to 2500 cal- 
ories was derived from fat,” Dr. 
Mann reported. 

“Although satisfactory quantita- 
tive studies are lacking, atheroscle- 
rosis is believed to be much less 
common in Central America than 
in North America where its great 
prevalence is well established,” Dr. 
Mann said. 

Dr Mann is now conducting re- 
search to determine the extent to 
which Central Americans are affect- 
ed by atherosclerosis. 

In his study of the dietary habits 
of North and Central Americans, 
Dr. Mann was assisted by Dr. J. 
Antonio Munoz and by Dr. Nevin 
S. Scrimshaw of the Institute of 
Nutrition of Central America and 
Panama in Guatemala. They studied 
261 Central Americans (208 males), 
ranging in age from 16 to 90 years 
and living in Guatemala and El 
Salvador, and of 856 North Ameri- 
can males and 265 females living 
under different cultural ec- 
onomic conditions. 


“FOOD FADDISM AND PUB- 
LIC HEALTH,” BY DR. W. H. 
SEBRELL, JR. 


Food fads and their dangers to 
public health were discussed by 
Dr. W. H. Sebrell, Jr., Director 
of the U. S. Public Health Serv- 
ice’s National Institutes of Health, 
at Bethesda, Md., before leading 
nutritionists at the annual meeting 
of the Federation of American So- 
cieties for Experimental Biology. 
As director of the principal research 
arm of the Public Health Service, 
Dr. Sebrell described food faddism 
as a public health menace threaten- 
ing to undermine the solid founda- 
tion of nutrition in the United 
States. 


Food fads, he pointed out, are 
prevailing beliefs or fashions re- 
garding food, such as the mistaken 
idea that white bread is nutrition- 
ally poor. Often based upon exag- 
geration and falsehood, food fads 
increase the difficulty of raising the 
nutritional status of the population. 
The high cost of unnecessary special 
foods is also to be considered, Dr. 
Sebrell stated. Important in pro- 
moting food fads, he said, are the 
food quacks—those who purposely 
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distort nutrition facts for personal 
gain. 

“Modern food production and dis- 
tribution,” said Dr. Sebrell, “make 
accessible to most Americans an 
excellent, well-balanced diet if they 
will only select foods wisely. If they 
cannot, or will not, select wisely, 
supplementary products such as vi- 
tamins and minerals of established 
composition are available to them. 
Agriculture, industry, and the medi- 
cal and allied professions, aided by 
sound education and promotion, 
have fought malnutrition with 
dramatic success. But this progress 
is threatened and subverted by food 
faddism thriving on false claims and 
the distortions of pseudo-authori- 
ties.” 

Dr. Sebrell classified food fads 
into five broad types. First, the 
fads that are not based on false- 
hood nor necessarily harmful. Ex- 
amples are the drinking of tea and 
coffee, once fads and now customs. 
Second are the fads that exagger- 
ate the virtues of a particular food 
or diet, such as fruit or vegetable 
“cures” for cancer. A third type of 
fad, the opposite of the second, is 
the belief that a food or class of 
foods is harmful—for example, the 
fear of eating certain foods together 
at the same meal. A fourth type 
emphasizes “natural” foods, often 
in the false belief that foods are 
better if grown with organic instead 
of chemical fertilizers. Finally, there 
are the food fads involving special 
devices, practices, and drugs. 

In this class, Dr. Sebrell placed 
the indiscriminate use of pills for 
reduction of weight. These tend, 
he said, to divert attention from 
the main problem—overeating— 
and are often injurious in other 
ways. He emphasized that a loss of 
weight will always occur if one 
consumes less calories than his body 
requires. 

The best way to combat food 
faddism, said Dr. Sebrell, is through 
sound nutrition education. Teach- 
ers, scientists, the food industries, 
and other interested groups should 
keep accurate nutrition information 
before the public in order to “re- 
place faddism with facts.” 


Educational programs should em- 
phasize the health advantages of 
good nutrition—what it can actual- 
ly accomplish, without exaggera- 
tion or distortion—and the com- 
position and importance of a bal- 
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anced diet. Other points to be stress- 
ed: obesity results from overeating, 
regardless of the reason for an ex- 
cessive appetite; and illness should 
be treated by a physician—not by 
oneself at the advice of food quacks. 

Dr. Sebrell advocated several 
means of attacking the problem in 
addition to education. Legal action, 
he said, should continue to be taken 
against flagrant quackery. Public 
confidence in an ordinary, well- 
balanced diet should be strengthen- 
ed through further improvement of 
food products, And scientists should 
continue to establish nutrition facts 
through research. 


Dr. Sebrell is a recognized lead- 
er in nutrition research and_ its 
application in public health. He is 
noted for the discovery of a dietary 
deficiency disease, ariboflavinosis, 
and for his pioneer work with Dr. 
Joseph Goldberger, the Public 
Health Service scientist who discov- 
ered the dietary cause and preven- 
tion of pellagra. 


As the Director of the National 
Institutes of Health, Dr. Sebrell is 
responsible for the administration 
of an extensive medical research 
program. This includes laboratory 
and clinical studies in the major dis- 
eases, and financial support for 
such studies in medical schools and 
other nonfederal institutions 
throughout the Nation. 


SERPASIL, IMPROVES AC- 
TIVITY OF DIGESTIVE 
SYSTEM 


Recently at the annual meeting 
of the Federation. of American So- 
cieties for Experimental Biology, 
Walter Barrett of CIBA Phar- 
maceutical Products, Inc., Summit, 
N. J., observed that Serpasil aug- 
mented the normal activity of the 
gastrointestinal tract. 

Serpasil is a pure crystalline al- 
kaloid of Rauwolfia serpentina, an 
herb from India that has been used 
for centuries in the treatment of a 
variety of illnesses varying from 
snake bite to mental depression. The 
new, pure extract, Serpasil, is be- 
ing used extensively today as a 
tranquillizing agent for use in the 
treatment of high blood pressure. 

The CIBA scientist went on to 
report that Serpasil toned up the 
digestive tract, the motility of which 
was increased in all the laboratory 
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test animals. It was further stated 
that the acid secreted by the stom- 
ach was also increased and that 
this could be controlled by the use 
of Antrenyl, an anticholinergic 
drug used in patients with peptic 
ulcer. It was observed that ulcer 
is not an absolute contraindication 
for the use of Serpasil for many 
ulcer patients benefit from the tran- 
quillizing and sedating properties 
of this preparation. 


HEPARIN 


The normal course of fat metabo- 
lism in the body after an ordinary 
meal can very markedly be influenc- 
ed by heparin, Dr. John J. Spitzer 
of the Department of Physiology, 
Florida State University in Talla- 
hassee, said. Heparin is a widely 
used drug in preventing the exces- 
sive clotting tendency of the blood. 


In an address before the annual 
meeting of the Federation of Amer- 
ican Societies for Experimental Bi- 
ology, Dr. Spitzer said that heparin 
and certain heparin binding drugs 
do not influence the first step of 
fat metabolism, i.e., the absorption 
of fats from the intestine. 


“They do, however, affect very 
markedly the transport of fats in 
the blood stream (second phase), 
and also the third step, the removal 
of the fats from the blood and their 
storage in the body,” he said. 

This research project is being 
conducted with an eye toward the 
possible future use of these drugs 
in some very common diseases, like 
atherosclerosis and diabetes, in 
which conditions the second and 
third phases of fat metabolism are 
impaired, Dr. Spitzer said. 


Atherosclerosis is the hardening 
of the arteries and it is, together 
with diabetes, one of the most fre- 
quent causes of death in the United 
States. 


RELATIONSHIP OF URIC 
ACID TO GOUT 


Evidence that gouty humans syn- 
thesize uric acid much more rapid- 
ly than normal humans was present- 
ed before a session of the American 
Society of Biological Chemists yes- 
terday by Dr. E. L. Spilman of 
Western Reserve University. Dr. 
Spilman used radioactive carbon 
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", .. the gastric secretion is the immediate agent of mucosal 
tissue digestion... . Opposed to this stands the defensive factor 
. . . the two-component mucous barrier”! [the protecting layer 
of mucus and the mucosal epithelium]. 


Rotational gastroscopic views showing coating effect 11% hours 
after administration of Amphojel in amount of 30 cc.? 


Causation — key to treatment in peptic ulcer 


Through topical action alone, AMPHOJEL 
contends with the local causes of ulcer— 
aggressive acidity coupled with impairment 
of the wall defenses. Providing a dual ap- 
proach, AMPHOJEL combines two aluminum 
hydroxide gels, one reactive, one demul- 
cent. The reactive gel combats the attack- 
ing factor in ulcer by promptly buffering 
gastric acid. The demulcent gel promotes 
healing of the denuded mucosa by forming 
a viscous, protective coagulum. 


AMPHOJEL—nonsystemic, nontoxic—pro- 
vides time-proved fundamental therapy in 
peptic ulcer. 


AMPHOJEL 


ALUMINUM HYDROXIDE GEL 
Supplied: Liquid, bottles of 12 fluidounces 


Tablets, 5 grain, boxes of 30, bottles of 
100; and 10 grain, boxes of 60 and 1000 Wyeth 
1, Hollander, F.: Arch, Int. Med. 93:107 (Jan.) 1954 


2. Deutsch, E.: Scientific Exhibit, Gastroscopy, ° 
Interim Session A.M.A., St. Louis, December, 1933 Philadelphia 2, Pa. 
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WHICH DO YOU PRESCRIBE? 


Regardless of which antacid you've been 
using, we believe you'll agree that most of 
them are rather good. 

Still, we'd like to remind you of 


Syntrogel® 'Roche’...because it acts fast 


(in a matter of seconds) and long (often 


for hours). For patients with heartburn 
or too much stomach acid, Syntrogel is 


really worth trying. 
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‘TRICOLOID’.... 


to tag formic acid injected into the 
test subjects. 

The highest concentration of the 
radioactive carbon in the uric acid 
of gouty subjects occurred from 5 
to 7 hours after the injection. Ra- 
dioactivity of the tagged uric acid 
equalled that of the injected for- 
mate in the urine from 7 to 10 
hours after injection. 

In non-gouty subjects the high- 
est radioactive carbon concentra- 
tion in the uric acid occurred from 
72 to 96 hours after injection with 
tagged formic acid. Formate and 
uric acid radioactivity were equal 
in from 48 to 72 hours. 

In other words, the formic acid 
tagged with radioactive carbon was 
used much more rapidly and effi- 
ciently for uric acid formation in 
gouty than in non-gouty subjects. 

This new evidence ties in with 
previous observations of a larger 
pool of uric acid invariably found 
in gouty subjects. While the exact 
causes of gout remain obscure, it 
has been noted that uric acid tends 
to accumulate in such articular 
areas as the big toe. 


3-D FOR TEACHING 
SURGERY 


The International Academy of 
Proctology presented a 3-D (Stereo- 
scopic) motion picture film of Am- 
bulatory Rectal Surgery (surgery 
performed in the office), at the time 
of its Motion Picture Teaching 
Seminar at the Palmer House, Chi- 
cago, Illinois on April 11, 1954. 
This is the first 3-Dimension teach- 
ing film in rectal surgery, and has 
been prepared under the auspices 
of the International Academy of 
Proctology by Alfred J. Cantor, 
M.D., Flushing, New York. 

Surgical technics for hemor- 
rhoids, fissures, fistulas, pilonidal 
cyst, and other anal-rectal diseases, 
as performed in the office—without 
hospitalization—are illustrated in 
this film. 

The International Academy of 
Proctology presents a Motion Pic- 
ture Teaching Seminar as a promi- 
nent feature of each of its Annual 
Meetings. Teaching films by emi- 
nent surgeons throughout the coun- 
try, such as Earl J. Halligan, M.D., 
of New Jersey, and Manuel G. 
Spiesman, M.D., of Illinois were 
included in the program. 
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“Symptoms, including fever, 


largely cleared up 


within 24 to 


English, A. R., et al.: 
Antibioties Annual (1953-1954), 

New York, Medical 
Encyclopedia, Inc., 1953, p. 70. 


Brand of tetracycline hydrochloride 


Simple, dramatic proof of the effect- 
broad- spectrum iveness of Tetracyn is offered by the 

characteristic rapid defervescence 
antibiotic noted in the treatment of a wide range 

of unexcelled of susceptible infectious diseases. 
tolerance Think of Tetracyn whenever you take 

a temperature for an AIH response 

in Tetracyn-sensitive infections. 


TETRACYN TABLETS (sugar coated) aa 
250 mg., 100 mg. and 50 mg. 


TETRACYN ORAL SUSPENSION (amphoteric) 
(chocolate flavored) Bottles of 1.5 Gm. 


TETRACYN INTRAVENOUS 
Vials of 250 mg. and 500 mg. 


TETRACYN OINTMENT (topical) 
30 mg./gram ointment 
Y oz. and 1 oz. tubes 


BASIC PHARMACEUTICALS FOR NEEDS BASIC TO MEDICINE 
536 Lake Shore Drive, Chicago 11, Illinois 


8 hours.” a 
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of 
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Pro-Banthine: 
Action in the 


For Anticholinergic 
Gastrointestinal Tract 


Combined neuro-effector and ganglion inhibiting 
action of Pro-Banthine consistently controls 
gastrointestinal hypermotility and spasm and the 


attendant symptoms. 


Pro-Banthine is an improved anticholinergic 
compound, Its unique pharmacologic proper- 
ties are a decided advance in the control of the 
most common symptoms of smooth muscle spasm 
in all segments of the gastrointestinal tract. 

By controlling excess motility of the gastroin- 
testinal tract, Pro-Banthine has found wide use! 
in the treatment of peptic ulcer, functional diar- 
rheas, regional enteritis and ulcerative colitis. It 


SYMPATHETIC GANGLION 


hich Pro-Banthine inhibits excess 
‘control of acetylcholine mediation. 


is also valuable in the treatment of pylorospasm 
and spasm of the sphincter of Oddi. 

Roback and Beal? administered Pro-Banthine 
to a series of 156 patients during the period of a 
year. These authors report that the oral adminis- 
tration of 30 mg. of the drug “‘resulted in marked 
and prolonged inhibition of the motility of the 
stomach, jejunum, and colon... .” 

Therapy with Pro-Banthine is remarkably free 
from reactions associated with parasympathetic 
inhibition. Dryness of the mouth and blurred 
vision are much less common with Pro-Banthine 
than with other potent anticholinergic agents and, 
if they occur, they usually are not sufficiently 
severe to warrant discontinuance of the drug. In 
Roback and Beal’s? series of 156 patients, ‘Side 
effects were almost entirely absent in single 
doses of 30 or 40 mg....” 

Pro-Banthine (8-diisopropylaminoethyl xanthene- 
9-carboxylate methobromide, brand of propanthe- 
line bromide) is available in three dosage forms: 
sugar-coated tablets of 15 mg.; sugar-coated tab- 
lets of 15 mg. of Pro-Banthine with 15 mg. of 
phenobarbital, for use when anxiety and tension 
are complicating factors; ampuls of 30 mg., for 
more rapid effects and in instances when oral 
medication is impractical or impossible. 

For the average patient one tablet of Pro-Ban- 
thine (15 mg.) with each meal and two tablets 
(30 mg.) at bedtime will be adequate. G. D. Searle 
& Co., Research in the Service of Medicine. 


1, Schwartz, I. R.; Lehman, E.; Ostrove, R., and Seibel, J. M.: 
A Clinical Evaluation of a New Anticholinergic Drug, Pro-Ban- 
Thine, Gastroenterology 25 :416 (Nov.) 1953. 


2. Roback, R. A., and Beal, J. M.: Effect of a New Quaternary 
A ium Comp d on Gastric Secretion and Gastrointestinal 
Motility, Gastroenterology 25:24 (Sept.) 1953. 
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